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21ST CENTURY CURES: EXAMINING THE REG- 
ULATION OF LABORATORY-DEVELOPED 
TESTS 


TUESDAY, SEPTEMBER 9, 2014 

House of Representatives, 

Subcommittee on Health, 
Committee on Energy and Commerce, 

Washington, DC. 

The subcommittee met, pursuant to call, at 9:32 a.m., in room 
2322 of the Rayburn House Office Building, Hon. Joe Pitts (chair- 
man of the subcommittee) presiding. 

Members present: Representatives Pitts, Burgess, Shimkus, 
Blackburn, Guthrie, Griffith, Bilirakis, Ellmers, Pallone, 
Schakowsky, Green, Barrow, and Waxman (ex officio). 

Also present: Representative Eshoo. 

Staff present: Clay Alspach, Chief Counsel, Health; Leighton 
Brown, Press Assistant; Noelle Clemente, Press Secretary; Sydne 
Harwich, Legislative Clerk; Robert Horne, Professional Staff Mem- 
ber, Health; Carly McWilliams, Professional Staff Member, Health; 
Tim Pataki, Professional Staff Member; Chris Sarley, Policy Coor- 
dinator, Environment and Economy; Heidi Stirrup, Health Policy 
Coordinator; John Stone, Counsel, Health; Ziky Ababiya, Demo- 
cratic Staff Assistant; Phil Barnett, Democratic Staff Director; Eric 
Flamm, Democratic FDA Detailee; Debbie Letter, Democratic Staff 
Assistant; Karen Nelson, Democratic Deputy Committee Staff Di- 
rector for Health; and Rachel Sher, Democratic Senior Counsel. 

OPENING STATEMENT OF HON. JOSEPH R. PITTS, A REP- 
RESENTATIVE IN CONGRESS FROM THE COMMONWEALTH 

OF PENNSYLVANIA 

Mr. Pitts. The subcommittee will come to order. The chair will 
recognize himself for an opening statement. 

Today’s hearing is another in a series of 21st Century Cures 
hearings. Primarily focuses on FDA’s July 31, 2014, notification to 
Congress that it intends to issue draft guidance on a framework for 
oversight of the laboratory-developed test, the LDTs. This notifica- 
tion was required by Section 1143 of the Food and Drug Adminis- 
tration’s Safety and Innovation Act of 2012, and provides us with 
an opportunity to hear from the Agency about whether it has ade- 
quately answered the myriad of procedural and substantive ques- 
tions that were the subject of much debate leading up to the pas- 
sage of FDASIA. 


( 1 ) 
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It is indisputable that the draft guidance documents the Agency 
recently released would fundamentally alter the regulatory land- 
scape for the review and oversight of LDTs and the clinical labs 
that develop them. That fact alone has raised legitimate concerns 
about whether FDA can or should use guidance to promulgate a 
new regulatory approach. It is also indisputable that innovative 
laboratories and health care providers develop and perform tests 
and procedures that advance personalized patient care. Because of 
the critical role they can play in the decisions patients make with 
their doctors, these tests, regardless of who develops or manufac- 
tures them, must be accurate and reliable. Any framework adopted 
must not only prioritize patient safety, which should always be 
paramount, but also encourage robust investment and allow for 
continued innovation. In order for that to happen, a company or 
venture capitalist that invests in the development, testing, and 
FDA review of a diagnostic product must have the certainty that 
labs will not copy it and promote their alternatives the next day. 
On the other hand, many innovative tests and procedures are de- 
veloped in labs, including continuous, iterative improvements to 
FDA-approved products that often become the standard of care. 
Any regulatory approach must carefully address these complex 
issues. 

Dr. Shuren has been a key voice throughout the 21st Century 
Cures Initiative, and I thank him for his willingness to come to the 
table yet again. The Committee invited CMS to testify on its roles 
and responsibilities administering the Clinical Laboratory Improve- 
ment Amendments regulations, which includes lab practices, cer- 
tification, and personnel, but they were unable to do so. 

We have a number of questions about FDA’s proposed path for- 
ward, and I look forward to hearing from all of our witnesses on 
the second panel about its potential impact. 

And with that, the chair yields back, and now recognize the 
Ranking Member, Mr. Pallone, for 5 minutes. 

[The prepared statement of Mr. Pitts follows:] 

Prepared statement of Hon. Joseph R. Pitts 

The Subcommittee will come to order. 

The Chair will recognize himself for an opening statement. 

Today’s hearing is another in a series of 21st Century Cures hearings and pri- 
marily focuses on FDA’s July 31, 2014 notification to Congress that it intends to 
issue draft guidance on a framework for oversight of laboratory developed tests 
(LDTs). 

This notification was required by Section 1143 of the Food and Drug Administra- 
tion Safety and Innovation Act of 2012, and provides us with an opportunity to hear 
from the agency about whether it has adequately answered the myriad of procedural 
and substantive questions that were the subject of much debate leading up to the 
passage of FDASIA. 

It is indisputable that the draft guidance documents the agency recently released 
would fundamentally alter the regulatory landscape for the review and oversight of 
LDTs and the clinical labs that develop them. That fact alone has raised legitimate 
concerns about whether FDA can or should use guidance to promulgate a new regu- 
latory approach. 

It is also indisputable that innovative laboratories and health care providers de- 
velop and perform tests and procedures that advance personalized patient care. Be- 
cause of the critical role they can play in the decisions patients make with their doc- 
tors, these tests-regardless of who develops or manufactures them-must be accurate 
and reliable. 
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Any framework adopted must not only prioritize patient safety-which should al- 
ways be paramount-but also encourage robust investment and allow for continued 
innovation. 

In order for that to happen, a company or venture capitalist that invests in the 
development, testing, and FDA review of a diagnostic product must have the cer- 
tainty that labs will not copy it and promote their alternatives the next day. 

On the other hand, many innovative tests and procedures are developed in labs- 
including continuous, iterative improvements to FDA-approved products that often 
become the standard of care. Any regulatory approach must carefully address these 
complex issues. 

Dr. Shuren has been a key voice throughout the 21st Century Cures initiative, 
and I thank him for his willingness to come to the table yet again. 

The Committee invited CMS to testify on its roles and responsibilities admin- 
istering the Clinical Laboratory Improvement Amendments regulations, which in- 
cludes lab practices, certification, and personnel, but they were unable to do so. 

We have a number of questions about FDA’s proposed path forward, and I look 
forward to hearing from all our witnesses on the second about its potential impact. 


OPENING STATEMENT OF HON. FRANK PALLONE, JR., A REP- 
RESENTATIVE IN CONGRESS FROM THE STATE OF NEW JER- 
SEY 

Mr. Pallone. Thank you, Chairman Pitts. 

New technologies and advances in medicine can improve the 
quality of life for millions of Americans, but the use of these ad- 
vances can also pose serious risks to individual patients if they are 
not clinically accurate. And this is why we have regulation, and it 
is why the FDA has proposed commonsense changes that merely 
bring safety regulations up-to-speed with medical progress. 

Lab-developed tests have come a long way since Congress gave 
FDA the authority to regulate all in vitro diagnostic tests in 1976. 
Advances in science and technology have enabled labs to develop 
more sophisticated tests that allow physicians to identify genetic 
factors in diagnosing disease, and this has allowed for early detec- 
tion and more targeted medical interventions. 

Recently, genetic tests have identified specific gene sequences 
which can help doctors design an approach that patients are more 
likely to respond to. Identifying the HER2/neu gene in patients al- 
lowed oncologists to target this unique form of breast cancer with 
the drug Herceptin, instead of radiation, vastly improving patient 
outcomes. Similarly, the identification of mutations of the BRCA2 
gene — or BRCAl and BRCA2 genes — can tell doctors if a patient is 
at an increased risk for developing breast or ovarian cancer. Last 
year, the actress Angelina Jolie revealed that she learned she was 
carrying the BRCAl gene and had an 87 percent risk of developing 
breast cancer. Armed with this information, the actress and her 
doctors took drastic action to prevent the likely onset of cancer 
later in life, and based on the results of this test, she took her fu- 
ture health into her own hands and obtained a preventative double 
mastectomy. And while the actress’s actions have inspired consider- 
able debate as to who should get tested, and to what extent they 
should undertake preventative measures, the fact remains that 
many of these tests, including those used in detecting the BRCA 
genes, never obtained FDA approval. 

The consequences of information provided by tests like these is 
great, which is why in 2010 the Subcommittee on Oversight and 
Investigations and GAO explored tests directly marketed to con- 
sumers. In its investigation, GAO found that these tests provided 
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individuals with a wide array of results, with little consistency 
from test to test. And given the impact on patients of the results 
of these tests, whether leading some to miss real risk and others 
to seek treatment they don’t need, it should he clear that the infor- 
mation LDTs provide is of grave consequence, and that is why 
many of the major cancer advocacy groups welcome greater FDA 
oversight. In response to the FDA’s announcement, Calaneet Balas, 
Chief Executive of the Ovarian Cancer National Alliance, said, and 
I quote, “We in the ovarian cancer community know firsthand the 
danger of a test that hasn’t gone through FDA approval. Oversure 
and early detection tests for ovarian cancer came to market in 
2008, without independent verification and oversight, and this test 
didn’t accurately predict ovarian cancer cases, leading otherwise 
healthy women to have their ovaries removed based on bad infor- 
mation. When a test routinely provides false positives, it is a prob- 
lem, however, when that test is used to diagnose and treat cancer, 
it is a potentially fatal problem for millions of patients, and the 
clear demonstration of the need for greater FDA oversight.” 

I believe, Mr. Chairman, we have a responsibility to provide pa- 
tients with greater certainty. Furthermore, we want to empower 
the medical community to harness these new technologies to im- 
prove patient health and outcomes, and eventually perhaps bend 
the lost curve. And while doctors have years of training and their 
patients’ interests at heart, they are only as good as the tools they 
use. Physicians need to be able to trust the results of diagnostic 
tests so they can develop effective interventions. 

It seems to me that regulating LDTs and other tests differently 
based on who makes them doesn’t make sense. This is especially 
true given the scientific progress that has enabled lab-developed 
tests to have even greater impacts, both for good and for bad. If 
we want to promote the development of personalized medicine, 
which I think we all recognize is the future of medicine and the 
foundation of 21st Century Cures, then we need to ensure that 
highly complicated and potentially groundbreaking advances are 
clinically valid. 

So, Mr. Chairman, this regulatory proposal has been in the work 
for some time, so I think we are all eager to hear from FDA about 
it. In addition, I look forward to hearing from other stakeholders 
about their views of the FDA proposal, because it is critical that 
its implementation ensures the safety of patients, but also allows 
for the continued advancement of cutting-edge personalized medi- 
cine, and I do not believe the two are mutually exclusive, but rath- 
er can be mutually supportive. 

I also wanted to tell you again I enjoyed coming out to Lancaster 
for the field hearing that we had a few weeks ago. 

Thank you. 

Mr. Pitts. Thank you. That was very productive and thank you 
for coming out. 

Chair now recognizes the Vice Chairman of the Subcommittee, 
Dr. Burgess, 5 minutes for an opening statement. 
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OPENING STATEMENT OF HON. MICHAEL C. BURGESS, A 
REPRESENTATIVE IN CONGRESS FROM THE STATE OF TEXAS 

Mr. Burgess. Thank you, Mr. Chairman, and let me agree with 
Mr. Pallone that the Cures roundtable that you had in Lancaster 
was very worthwhile, and I think we all learned a lot. It is just 
ironic that as we are proceeding with the Cures Initiative, and try- 
ing to remove some of the barriers, we are trying to facilitate the 
faster Cures, the promise of the 21st Century, that this morning 
we are having a hearing on what I consider to be a potential new 
roadblock or bottleneck on that path to Cures. 

I have been to every Cures event here in D.C., I have been to 
several around the country. Repeatedly, we hear the potential for 
genomic medicine to help us understand illness, quickly diagnose 
it, and target treatment. This has been embraced in a bipartisan 
manner, and I strongly believe in that potential. Here is an exam- 
ple. A few months ago, the Centers for Disease Control briefed my 
office on an emerging global threat in the form of a virus. They had 
sequenced the virus, provided information to researchers, and even 
knew where in the particular country’s jungle the virus had origi- 
nated. It was impressive, to say the least. 

Here is another one. Back in 2009, HlNl, and many of us re- 
member, that subtype of the influenza A virus spread very rapidly. 
During the first week of the outbreak, 16 laboratories had labora- 
tory-developed tests that could identify HlNl from other HI vi- 
ruses. Most were available within 24 hours. The speed helped in- 
form public health reactions. The FDA had no approved commercial 
kit, however, if they had, under this proposed framework which we 
are discussing this morning, if they had had a test, even if it was 
much older and inferior, these laboratory-developed tests would 
have been blocked from doctors and public health officials. 

The Food and Drug Administration regulation of tests like these 
will be burdensome, and will slow the ability of clinical laboratories 
to develop tests that can allow us to respond to public health crises 
when they occur. This is also duplicative. Congress established a 
regulatory framework applicable to labs and laboratory testing, 
known as the Clinical Laboratory Improvement Acts of 1988, or 
CLIA. I am concerned that additional review of certain tests may 
be warranted, but previously I did introduce legislation to meet pa- 
tient needs and ensure tests are accurate, reliable, and clinically 
valid by making improvements to CLIA, not replacing it. I au- 
thored Section 1143 of the Food and Drug’s Safety Innovation Act 
so we would be able to discuss how patients, the practice of medi- 
cine, innovation and the economy could be harmed if the FDA tried 
to fit laboratory-developed tests into a misaligned definition of a 
medical device. 

I fundamentally believe that the FDA has no statutory authority 
to regulate laboratory-developed tests. For FDA to have jurisdic- 
tion, it must have a traditional device and be commercially distrib- 
uted among the states. LDTs do not fall under either category. Pro- 
fessional medical services are currently not regulated by the FDA, 
and I do not believe they should be. 

In addition to these significant jurisdictional issues, the process 
the Food and Drug Administration is considering is of great con- 
cern. Even the courts determined that the FDA authority over lab- 
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oratory-developed tests, the Agency would need to amend its cur- 
rent regulations through rulemaking. The Food, Drug, and Cos- 
metic Act, the Administrative Procedures Act of the Supreme Court 
all require disseminating rules to modify current regulation, or to 
create legally-enforceable regulations. Instead, the Agency con- 
tinues on with its jurisdictional power grab by attacking innova- 
tion, threatening professional practice, and risking jobs in order to 
claim authority over everything they see. They are doing this even 
at the expense of allowing the core mission of the FDA to suffer 
as a consequence. I can’t think of a worse result: denying patients 
and doctors innovative tests, while redirecting resources that could 
be used to approve the next miracle drug or device. 

Mr. Chairman, I would ask unanimous consent to insert into the 
record a statement by the American Medical Association on the 
topic of this hearing this morning. 

Mr. Pitts. Without objection, so ordered. 

[The information appears at the conclusion of the hearing.] 

Mr. Burgess. And further, Mr. Chairman, I would also like to 
submit into the record a copy of a bill. Senate Bill 796, introduced 
March 23 of 2007, by Senator Obama and Senator Burr, and this 
was the personalized medicine for all Americans by expanding, ac- 
celerating genomics research and initiatives, and one of the key 
parts of this legislation was to create within CLIA a specialty area 
for molecular medicine and genetics and clinical tests, instead of 
supplanting CLIA with the FDA, this proposal would have actually 
modernized CLIA in an approach that I think would be much more 
useful. So I will submit a copy of this legislation for the record also. 

I appreciate the indulgence, and I am going to yield back. 

Mr. Pitts. Without objection, so ordered. ^ 

Mr. Pitts. All Members’ opening statements will be made a part 
of the record. 

We have two panels today. On our first panel, we have Dr. Jeff 
Shuren, Director, Center for Devices and Radiological Health, U.S. 
Food and Drug Administration. Thank you very much. Dr. Shuren, 
for coming today. You will have 5 minutes to summarize, and your 
written testimony will be made a part of the record. So at this 
point. Dr. Shuren, you are recognized for 5 minutes for an opening 
statement. 

STATEMENT OF JEFFREY SHUREN, M.D., J.D., DIRECTOR, CEN- 
TER FOR DEVICES AND RADIOLOGICAL HEALTH, FOOD AND 

DRUG ADMINISTRATION 

Dr. Shuren. Mr. Chairman and Members of the subcommittee, 
thank you for the opportunity to testify today. 

FDA’s risk-based proposal for oversight of laboratory-developed 
tests, or LDTs, is intended to ensure that patients and their health 
care providers make major medical decisions based upon accurate, 
reliable, and clinically-meaningful test results, while encouraging 
development and access to new tests. It would focus on those LDTs 
that pose the greatest risk to patients if the results are not accu- 
rate. 


^The information has been retained in committee files and is also available at http:! I 
docs.house.govlmeetingslIFIIF14l20140909ll02625lHHRG-113-IF14-20140909-SD009.pdf. 
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FDA historically exercised enforcement discretion over LDTs, 
namely, we opted not to enforce requirements LDT makers were 
subject to, because back in 1976, LDTs were limited in number, rel- 
atively simple tests, and typically were used to diagnose rare dis- 
eases and uncommon conditions. LDTs offered today, however, are 
often very different from those 40 years ago. These tests have in- 
creased in both complexity and availability, and many are now 
used to diagnose common diseases and conditions. Increasingly, pa- 
tients and their health care providers are relying on the results of 
LDTs to make major medical decisions. This evolution in com- 
plexity and volume has significantly increased patient risk of harm 
from higher-risked LDTs, and in some cases, there were already 
FDA-proved tests available; tests proven to be safe and effective. So 
using an LDT may put patients at unnecessary and avoidable 
risks. 

These risks are not theoretical. There are cases of faulty LDTs 
for cancer, infectious diseases, heart disease, and other conditions 
leading to the wrong diagnosis, sometimes resulting in the wrong 
treatment, or the failure to treat when an effective therapy is avail- 
able, and resulting in unnecessary costs to our health care system 
and American taxpayers. 

Numerous stakeholders believe the current system of uneven 
oversight is having a negative impact on innovation. Conventional 
device manufacturers may go through the premarket review proc- 
ess and obtain clearance or approval for an IVD kit, only to be 
faced with immediate competition from labs manufacturing and 
marketing similar tests which did not obtain premarket review or 
meet other requirements to assure their tests are accurate and reli- 
able. This has created disincentives for them to invest in devel- 
oping innovative tests, and creating more U.S. jobs. But we have 
also heard from some academic medical labs that they make tests 
to address unmet needs, because there are no FDA-approved tests. 
We understand the value of and the need for these types of tests. 
Therefore, after listening to the perspectives from a broad range of 
stakeholders, we opted not to propose the same level of oversight 
for all the LDTs, nor to create a completely level playing field be- 
tween tests developed by labs and those made by conventional 
manufacturers. Instead, we would continue to exercise enforcement 
discretion for many LDTs, including those that are low risk, LDTs 
for rare diseases, LDTs for unmet needs where no FDA clear or ap- 
proved test exists for that specific intended use if made by a health 
care facility responsible for the care of the patient. FDA would also 
focus on high and moderate risk LDTs, and phase-in premarket re- 
view requirements for this subset over 9 years using a public proc- 
ess that includes expert advisory panels, as even recommended by 
the lab community. This flexible approach would balance the im- 
portance of accurate test results, with the need to facilitate innova- 
tion and prevent disruption of access to diagnostics. The more nar- 
rowly tailored and balanced oversight approach that we would pro- 
pose for LDTs is also critical to the success of personalized medi- 
cine. Getting the right treatment to the right patients depends 
upon having accurate and reliable tests to identify who are, in fact, 
the right patients, and who should not receive a treatment that can 
cause them harm but provide no benefit. LDTs that steer patients 
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to the wrong treatments unnecessarily hurt patients, while jeop- 
ardizing the advancement of personalized medicine altogether. 

We seek to facilitate innovation and test development, and we 
seek to assure that tests are safe and effective. The issue should 
not be do we regulate, but rather how we should regulate to best 
achieve both of these important objectives, the dual objectives that 
are at the core of the FDA’s statutory mission: to protect and pro- 
mote public health. Patients deserve no less, and our health care 
system can afford no less. That is the dialogue we need to have 
with laboratories, conventional device industry, as well as patients, 
providers, and other members of our medical device community. 

So thank you for the opportunity to testify today, and I will take 
any questions that you may have. 

[The prepared statement of Dr. Shuren follows:] 
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INTRODUCTION 


Chairman Pitts. Ranking Member Pallone, and Members of the Subcommittee, I am Jeffrey 
Shuren, Director. Center for Devices and Radiological Health (CDRH) at the Food and Drug 
Administration (FD.A or the Agency). 1 am pleased to be here today to discuss the anticipated 
details of FDA's draft guidances, ■‘Framework for Regulatory Oversight of Laboratory 
Developed Tests (LDTs)” and ‘‘FDA Notification and Medical Device Reporting for Laboratory 
Developed Tests (LDTs),’' provided in a notification to Congress on July 31, 2014. The 
upcoming proposal for oversight of LDTs has been long awaited by industry, health care 
professionals and patients, and would be intended to close well known regulatory gaps and 
provide clarity regarding FDA's proposed approach for phasing in enforcement of regulatory 
requirements, including premarket review and adverse event reporting, for those LDTs that pose 
greater risk to patients if their results are not accurate. FDA oversight is critical to ensuring that 
patients and their physicians make major medical decisions based upon accurate test results. 
Providing clarity is also essential for attracting investment and accelerating innovation by clearly 
outlining FDA’s expectations for tlio.se LDTs that we propose to phase in for review. 

We listened closely to laboratories and many others viewpoints on LDT oversight in developing 
a balanced approach that supports continued innovation and patient access, while providing the 
appropriate protections that are essential as modern l.DTs have become more complex and 
widely available in patient care. The Agency intends to continue exercising enforcement 
discretion for many LDTs - including those low risk LD'i .s that pose minimal risk to consumers, 
as well as those LDTs for rare diseases and unmet medical needs (those for which there is no 
FDA-approved or cleared test on the market). FDA’s risk-based approach will promote 
innovation by ensuring that laboratories and conventional maiuifacturers alike have incentives to 
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develop new and better tests, while protecting patients. I'inally, FDA over.sight of LDTs is 
critical for the success of personalized medicine because getting the right treatment to the right 
patient depends on accurate and reliable diagnostic tests. 

EVOLUTION OF LABORATORY DEVELOPED TESTS (LDTS) 

LDTs are tests that are intended for clinical use and designed, manufactured and used within a 
single clinical laboratory. FDA has had the authority to regulate LDTs as devices since Congress 
amended the device definition to include all in vitro diagnostics (IVDs) in the Medical Device 
Amendments of 1976. The Agency historically exercised enforcement discretion over LDTs 
(i.e., generally did not enforce applicable requirements), as they were limited in number, were 
relatively simple tests, and typically were used to diagnose rare diseases and imcommon 
conditions. LDTs offered today, however, are often very different from those of the 1 970s. 

These tests have increased in both complexity and availability, and many LDTs are now often 
used to diagnose common diseases/conditions, including those that are serious and life- 
threatening, and to guide therapy. Patients and their health care providers are making major 
medical decisions based upon LDT results every day, yet there is no assurance that they perform 
appropriately. This evolution in compic.xity and volume increases patient risk of harm from 
higher risk LD'fs. 

Without appropriate safeguards, neither patients, nor their health care providers, can be assured 
that many of these tests, particularly higher risk tests, are safe and effective. This is particularly 
troubling w hen an FDA-approved test is available, because it puts patients at unnecessary and 


avoidable risk. 
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We believe that LDTs serve an important role in health care and that there are many good tests 
on the market. Unfortunately, FDA is also aware of faulty or unproven LDTs, including 
problems with several high-risk LDTs such as: claims for diagnosing ovarian cancer that are not 
adequately supported with evidence; lack of appropriate controls yielding erroneous results: and 
falsification of data for determining which breast cancer therapy would be most beneficial. FDA 
is concerned that people could initiate unnecessary treatment or delay or forego treatment 
altogether for a health condition, which could result in illness or death. Specifically, FDA is 
concerned that faulty or unproven LDTs could lead to: patients foregoing proven screening for 
cancer, increasing the risk that their cancer will not be caught until it has reached an advanced 
■Stage; patients being over- or undertreated for heart disease; cancer patients being exposed to 
inappropriate therapies or not receiving effective therapies; incorrect diagnosis of auti.sm; 
patients being prescribed unnecessary antibiotic treatments; and patients being exposed to 
unnecessary, harmful treatments. 

The need for additional PDA oversight of LD'fs has been discussed since the mid-90s. The 
Department of Energy, the National Institutes of Health, two dilTerent advisory committees to 
the Health and Human Services Secretary, and the Institute of Medicine, have recommended 
additional oversight of LDTs and identified FDA as the agency to provide such oversight'. This 

' National Human Genome Research institute (1997). Promoting Safe amt Effective Genetic Testing in the United 
States. See httD://v vtv\ v.aonotne-aov/ 1 000 1733. 

Sccretaiy 's ..Vdvisory Committee on Genetic Testing (2001)). Enhancing the Oversight of Genetic Tests: 
Recommeiulalions ofS.tCGT. Sec http://\vwtv4.od.nih.gov/oba/s3cet/rcDOi~ts/ov'ersiuht reoort.pdf . 

Accessed September 16. 2010, 

Secretary's Adsisory Committee on Genetics. Health, and Society (SACGHS). U.S. system of oversight of genetic 
testing: a rcspon.se to the charge of the Secretary of Health and Human Services. Washington (DC): Department of 
i lealth & Human Services: 2008 Apr, 276 p. Also available at: 
htuv:/A 9su-od-nih.e o\/ oba/S AC'Gl l S/rel>orts.''S.ACGI IS 

In.stiiute of Medicine. Evolution of Translational Oniics: Lessons !, earned and the Path Forward. Washington. DC: 
fhe Naliona! Academies ih'es.s. 2012. 
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is because FDA aiready has the expertise and structure to oversee IVDs, and LDTs are a subset 
of IVDs. In fact, FDA's Office of In Vitro Diagnostics and Radiological Health reviews 
hundreds of IVDs per year, including LDTs for which laboratories seek FDA clearance or 
approval. We have been reviewing IVDs since 1976 and would review LDTs through our 
existing review structure. For the pa.st several years, to support all of our IVD work, FDA has 
also been proactive in recruiting scientists with experti.se in genetics, molecular technologies, and 
complex statistics so that novel diagnostic products could be reviewed in a timely and 
.scientifically sound manner. Finally, adverse events are not systematically reported or collected 
for LDTs; the Agency has a mechanism for reporting and tracking adverse events that would 
enable doctors, patients, and the public to report on and learn about significant adverse events 
caused by individual LDTs, and. as with other IVDs. it would help FDA identify problems and 
take appropriate action, such as removal of unsafe products from the market. This is another 
critical feature ofFDA’s existing oversight structure for medical devices, generally. 

RISK-BASED, PHASED IN APPROACH FOR TAILORED OVERSIGHT 

FDA believes that oversight for those LDTs that pose greater risk to patients is critical to prevent 
physicians from failing to provide beneficial treatments, ordering unnecessary tests, providing 
unnecessary or harmful medical treatments. At the same time. FDA does not want to delay 
access to potentially important tests if there is no approved test on the market and does not 
believe that FDA oversight is necessary for low-risk tests. For these reasons, rather than draft a 
framework that proposes the same level of oversight for all LDTs, we intend to propose a risk- 
based oversight framework. Under this framework, FDA intends to continue to exercise 
enforcement discretion with respect to premarket review and good manufacturing practices 
requirements for certain LDTs. These LDTs include: 



14 


• Low-risk LDTs, 

• LDTs for rare diseases, 

• Traditional LDTs, namely tests of the type for which wc originally intended in i 976 to 
exercise enforcement discretion and 

• "LDTs for Unmet Needs”, tests where no FDA cleared/approved in vitro diagnostic 
exists for that specific intended use. FDA recognizes that labs may be the first to create 
certain innovative te.sts that fill unmet needs when the needs arise directly in the context 
of patient treatment. FDA intends to exercise enforcement discretion with respect to 
premarket review and good manufacturing practices requirement for LDTs for unmet 
needs unless and until such a test is cleared or approved by the FDA, because at that time 
we would have a high- or moderate-risk test we know is safe and effective. Continuing 
to use an unapproved test would then expose patients to avoidable risks given that an 
approved test exists. 

LDTs for law enforcement purposes and certain LDTs for transplantation would generally 
remain under enforcement discretion with respect to all FDA requirements. This balanced 
approach would enable the Agency to focus on ensuring the accuracy of tests that are of high- 
and moderate-risk and that would have the most potential for harm to patients if the tests were 
faulty or inaccurate, 

FDA enforcement of premarket review and good manufacturing practices requirements for high- 
and moderate-risk LDTs would be phased in overtime, beginning with the highest-risk tests. 
I'welve months after finalization of the proposed framework, laboratories developing the 
following high-risk LDTs would be expected to submit a premarket application for such LDTs: 

• LDTs with the same intended use as FDA-approved or cleared companion diagnostics. 
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• LDTs that have the same intended use as an FDA-approved Class IH device, and 

• Certain LDTs used to determine the safety or efficacy of blood or blood products. 

We would phase in oversight ofany remaining high-risk l.DTs over the following four years, 
and then would phase in oversight of premarket review and good manufacturing practices 
requirements for moderate-risk LDTs over the subsequent four years. This phased in approach 
would provide transparency for all stakeholders - it would clearly set forth FDA’s expectations, 
while allowing appropriate time for compliance with preniarkct review requirements for those 
LDTs that are affected. 

Another feature of FDA’s upcoming proposal, which would balance the importance of ensuring 
accurate test results for patients with the need to prevent disruption of access to diagnostics, is 
our intent to provide laboratories with the option of notincalion. in lieu of registration and 
listing, for their LDTs. Within six months of finalization of the risk-based oversight framework, 
labs could choose to notify FDA that they arc developing I ,D‘l's, This will enable FDA to better 
understand the current number and range of tests being offered, and to classify and prioritize 
these tests according to risk. Laboratories, pathologists, and industry have advised us of their 
interest in being engaged in this process and, therefore, FDA intends to use an open and 
transparent process for this prioritization. FDA intends to provide this notification information 
to advisory panels that will assist the Agency in classifying tests according to their risk and to 
assist in the prioritization of enforcement of premarket review requirements. Utilizing advisory- 
panels for risk classification is consistent with the original proce.ss for classification of devices 
under the Medical Device Amendments, and recommendations from laboratories, pathologi.sts, 
and industry, and allows expert opinion to be considered when both classifying ba.sed on risk as 
well as prioritizing enforcement of regulatory requirements on LDTs, FDA intends to propose 
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that those labs that choose to notify the FDA would generally remain under enforcement 
discretion with respect to the registration and listing requirements. This makes notification a less 
burdensome alternative, and it would not trigger the registration fee. The option allows FDA to 
collect and analyze the notification data that advisory panels will need in order to advise the 
Agency on appropriately classifying and prioritizing LD'fs based on risk. This will also support 
FDA’s goal to provide clarity to industry as the .Agency plans, within 24 months of finalization 
of the risk-based oversight framework, to publish additional guidance that would clarify the 
types of devices that are Class 1, 11, and 111 LDTs to help manufacturers determine, among other 
things, whether they are likely to have an LDT that is low-risk. 

As appropriate, FD.A intends to leverage the expertise of individuals who already work with 
clinical labs. Specifically. FDA plans to explore opportunities to certify third parties to conduct 
premarket review' of moderate-risk tests under FD.A’s existing third party program. We also 
would work with the lab community to leverage clinical studies published in the literature to 
support the review of their tests, if appropriate. 

There are a potentially large number of tests now being marketed as LDTs that do not meet the 
definition of an LDT being proposed in the upcoming draft guidance document. To ensure 
continuity in the testing market and to avoid disruption of access to these tests, we intend to 
apply the same risk-based oversight approach to these tests, even though we would not consider 
them to be LDTs. 


s 
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FDA OVERSIGHT IS IMPORTANT FOR INNOVATION 


Wc appreciate concerns from laboratories and others about the FDA oversight proposal, and 
intend to propose a framework that prioritizes attention on those tests that have the potential to 
pose the greatest risk to patients and the public health if they do not work as intended. It is 
important to note that we have received input from numerous stakeholders who believe the 
current system of uneven oversight has had a negative impact on innovation. When conventional 
IVD manufacturers comply with FDA regulations and labs developing similar tests do not, this 
creates a lack of consistency across the diagnostic market. Conventional diagnostic 
manufacturers who have invested in the development of an IVD generally obtain premarket 
approval or clearance before packaging their tests into kits for use in multiple labs or health care 
facilities. They also register with the FDA, list their devices, report adverse events and compiy 
with good manufacturing practices. They are concerned that their laboratory competitors are 
currently not doing any of this, yet offer immediate competition to their own FDA-authorized 
tests. 


We believe the approach that we intend to propose for those LDTs for unmet medical needs 
would continue to allow development of innovative and necessary tests. As mentioned, the 
Agency intends to continue to exercise enforcement discretion with respect to those LDTs for 
which there is not an FDA-approved or cleared IVD on the market. 


PERSONALIZED MEDICINE 


T he oversight framework wc intend to propose for LDTs is important to the success of 
personalized medicine in the United States. Innovative tests developed by conventional IVD 
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mamiracturers already are reviewed by FDA to assure they are safe and effective. They include 
genetic tests that help oncologists decide whether a patient is a good candidate for a drug that 
treats melanoma as well as tests that are capable of sequencing the entire human genome. 
Identification of the underlying genetic cause of one's disease, and treatment with a therapy that 
specifically targets that disease, has translated into greater efficacy and minimized safety risks 
for patients who might not respond to a particular treatment. This has been particularly evident in 
cancer, where new drugs are often developed with companion diagnostic tests. 

LD'fs are a subset of I VDs. Thus, LDTs that steer patients to the wrong treatments are a concern 
for patient safely and could Jeopardize the advancement of personalized medicine. Inaccurate 
LDTs which indicate that patients arc at high risk for a life-threatening cancer when they are not 
- or that they are at low risk for diabetes when they actually are at high risk for this chronic 
disease - does not benefit patients or health care providers and can cause harm. It is likewi,se not 
helpful, and may be harmful, when tests tell them they need higher or low-er doses of wadely- 
used drugs, when the opposite is true. Personalized medicine is built on tvvo fundamentals: the 
reliability and accuracy of tests used to diagnose the underlying cause of a patient's disease or 
condition, and the .safety and efficacy of therapies used to treat it. In order for us to continue the 
success and progress we have seen, it is imperative that test results are accurate. The current 
system of oversight for LDTs is not adequate to support the advancement of personalized 
medicine. 

CONCLUSION 

FD.A recognizes the importance of implementing a balanced approach that fosters the 
development of new and innovative te.sts while ensuring appropriate patient protections. Like 
conventional IVD.s, some LDTs may present significant health risks to patients if the results that 
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they generate are not accurate, while others present a much lower risk. We believe the tailored 
framework we intend to propose would strike the right balance by providing a risk-based, 
focused approach to the oversight of those LDTs that pose greater risk to patients, and that would 
phase in review for this subset of LDTs over time. FDA intends to continue to exercise 
enforcement discretion for many LDTs - including those that are low risk, for rare diseases, and 
for unmet medical needs. Our upcoming proposal would incentivize innovation, and would also 
support the advancement of personalized medicine by assuring that patients and their physicians 
can reiy on LDT results for making major medical decisions. 

Thank you for the opportunity to testify today about the anticipated details of FDA’s risk-based 
regulatory oversight framework for LDTs, and actions that FD.A is taking to support innovation 
and peicsonalized medicine. I am happy to answer questions you may have. 


II 
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Mr. Pitts. The chair thanks the gentleman. 

And we will now go to questioning. I will begin the questioning, 
and recognize myself 5 minutes for that purpose. 

Dr. Shuren, issuing this guidance document would constitute a 
significant change to almost four decades of Agency policy. It goes 
well beyond a set of recommendations or a description of current 
Agency thinking. How would implementing this new regulatory 
framework via guidance comply with the Administrative Proce- 
dures Act? 

Dr. Shuren. So we have in place what we call an enforcement 
discretion policy. Labs are currently subject to the requirements of 
the Food, Drug, and Cosmetic Act. We have, as a matter of policy, 
opted not to enforce compliance. Those kinds of general policy 
statements where we are not imposing a new requirement, that re- 
quirement is there but we are enforcing it, we are not interpreting 
legal norms, are not subject to Administrative Procedures Act to 
rulemaking. 

Mr. Pitts. Understanding this approach would be a departure 
from existing practice, and have a substantial impact on regulated 
industry. Is the FDA not required to proceed with notice and com- 
ment rulemaking? 

Dr. Shuren. No. Under the Administrative Procedures Act, this 
change in enforcement discretion policy is not subject to those re- 
quirements. 

Mr. Pitts. If a company or any other individual or entity invest 
in the research and development of an innovative diagnostic test 
and it is approved or cleared by FDA, I feel as though labs should 
not be able to simply copy the technology and market their own 
version the next day. This is particularly relevant if the test was 
reviewed as a companion diagnostic in concert with a drug. How 
frequently does this situation occur, and what can we do to address 
it? 

Dr. Shuren. Well, our understanding is it does happen com- 
monly. It has particularly occurred with some of our companion 
diagnostics. So one example is Roche made a drug for treating 
metastatic melanoma, and it only worked in a subset of patients 
so they had a dia^ostic test to identify which patients should get 
the drug and which shouldn’t. The day they go on the market, 
there are 9 other labs who say we make the same test; in fact, 
some of them said they make a better test. But the only clinical 
study, all that data, Roche had it. They are the ones who had the 
drug, they did the study. So those labs made these claims, they are 
saying that, in fact, they have a better test, but there was no data 
there to actually show it. Those are kind of the risks, and even 
Roche has said this has created disincentives for them to create 
new drugs for personalized medicine and have companion 
diagnostics. 

Mr. Pitts. While I do have some concerns about the process by 
which FDA is proposing this new regulatory approach, patient 
groups have questioned whether there are gaps in the current sys- 
tem that are jeopardizing patients’ safety. If that is the case, we 
must work together to address them, and in your testimony, you 
cite several examples where FDA is aware of faulty or unproven 
LDTs. Can you provide the committee with detailed descriptions of 
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each of the instances of harm you referenced, and any other ad- 
verse event or anecdotal data FDA has compiled that forms the 
basis for proposing this new regulatory framework? 

Dr. Shuren. Yes, we can provide you with more details. I will 
say too, one of the challenges here is that there is no requirement 
for reporting adverse events or related malfunctions, so you don’t 
have a surveillance system in place to even identify problems. 
Many of these have been found because researchers looked at the 
data, the reports in scientific articles, whistleblowers have come 
forward, or sometimes the labs have come to us. We have seen the 
data, and, in fact, we were able to see, you know what, the data 
isn’t good, this test doesn’t work. And that is just the tip of the ice- 
berg, because we don’t have a system in place to actually identify 
problems. 

One of the things we are proposing is having that system in 
place so we know when problems arise. This isn’t bureaucratic, it 
is actually good medicine, so that if problems are there, we want 
to make sure they get fixed, and we are aware of it. 

Mr. Pitts. You state on the one hand that all high-risk tests 
should be reviewed by the FDA, regardless of whether they are de- 
veloped in a lab or manufactured as a kit. That may very well be 
necessary. You go on, however, to discuss that the Agency will con- 
tinue to exercise enforcement discretion with respect to tests that 
do not have an FDA-approved equivalent. Are these consistent po- 
sitions? 

Dr. Shuren. So we are trying to strike a balance between assur- 
ing that there is availability of tests in cases where there aren’t 
tests, but to have some protections in place, some mitigations for 
the risks that occur in those settings where you may not have a 
properly validated test that we have been able to see to assure it 
is safe and effective. On the same token, if you do now have an 
FDA-approved test on the market and you have another test for 
the same intended use, then we should be reviewing it or go ahead 
and use the test that has been proven to be safe and effective. That 
is the balance that we tried to strike, and our focus still is on those 
higher-risk devices, because the low-risk devices we have said we 
are exercising enforcement discretion towards, regardless. All we 
ask is, tell us what they are, and if there is a problem, report it, 
but other requirements you do not need to comply with. 

Mr. Pitts. My time has expired. I have a few follow-up questions 
on — with that question, but I will submit them to you in writing. 

The Chair recognizes the Ranking Member, Mr. Pallone, 5 min- 
utes for questions. 

Mr. Pallone. Thank you. Chairman Pitts. 

Dr. Shuren, I want to start out with some basic questions about 
FDA’s role with respect to LDTs. I know you described this in your 
testimony but I would just like to hear more. 

Some have questioned whether FDA has the authority to regu- 
late LDTs in the first place. Specifically, they say that LDTs are 
not medical devices at all, instead, they assert LDTs are services 
that are offered in one place, making them more akin to a form of 
practice of medicine than to an article that can be sold in state 
commerce. 
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So, first, can you respond to this claim? Why does FDA believe 
the Agency has the authority to regulate LDTs? 

Dr. Shuren. Well, LDTs are in vitro diagnostics. They are re- 
agents, instruments or systems that are intended to be used to di- 
agnose a disease or other condition. And essentially, at its core you 
have a process, you have instructions for use for how you prepare 
a specimen from the body, like blood, and then how you go ahead 
and examine and analyze it to identify a particular substance in 
there that then is linked to the diagnosis of a disease. And when 
you make that test, those various components, the reagents, the in- 
struments, the device developer may not make those. They may as- 
semble them together, put them out, or they may tell you what 
their instructions for use, their process, which components to use. 
Labs do the same thing; they develop this process which, by the 
way, is IP, they get patents on a lot of these, and then they put 
together those reagents or those instruments and assemble that de- 
vice. And that is, in fact, a device, and they have that in commer- 
cial distribution. They are out there marketing those tests. 

The law doesn’t distin^ish between who makes the test, it is 
just if you make the test, if you make the device. 

Mr. Pallone. All right. 

Dr. Shuren. And as for regulating, even CMS has recognized 
that LDTs are IVDs, they are subject to FDA oversight. Even labs 
have come in for approval. I have to tell you one lab, very vocal 
opponent, and they have orally and in writing publicly stated they 
don’t make IVDs, they make services, but I have here their submis- 
sion to the FDA in-house right now where they say here is our test, 
it is an in vitro diagnostic test. They describe the method, the proc- 
ess they made, and then they identify the various components that 
they don’t make but they form part of the test. 

Mr. Pallone. OK. Well, let me follow up a little bit about, you 
know, how traditional device manufacturers differ from clinical 
labs with respect to LDTs. 

The ACLA claims they are two totally different entities because 
manufacturers make and sell kits, while labs design, validate, per- 
form, and interpret tests and furnish the results to physicians. And 
one question ACLA raises in its testimony is how to define where 
the manufacture ends and the performance begins. 

So, again, I would like to know your response to that. Specifi- 
cally, what is the implication, significance and relevance of that 
question for FDA regulatory purposes? 

Dr. Shuren. Yes, so we define who is a manufacturer that sits 
in our regulations, and essentially it is a person who manufactures, 
prepares, propagates, compounds, assembles, or processes a device 
by chemical, physical, or biological or other procedure. They make 
the test, they design the test, they develop the test. That is the 
manufacturer. When they perform the test, they are acting as more 
of a traditional lab. And a lab can do both, and some only do the 
testing, some develop the test and they perform the test. 

Mr. Pallone. All right, and then lastly, there has been a lot of 
concern about whether a stronger FDA regulatory stance with re- 
spect to LDTs might hinder the innovation that has been flour- 
ishing in this area. And that is obviously something we have to be 
concerned about. 



23 


Presumably, all sides would agree that there should be enough 
oversight of tests to ensure that they are accurate and clinically 
relevant, but the oversight should not be so burdensome as to pre- 
vent or unnecessarily delay the development of important new tests 
or the improvement of existing tests. The difficulty, of course, is in 
achieving that balance. Our second panel will have witnesses who 
believe your guidance appears to achieve that balance, and other 
witnesses who believe FDA is inherently the wrong agency to even 
attempt to achieve that balance. 

So I would like to get your response to some of the criticism that 
is being leveled at your whole approach. How do you respond to 
claims that FDA’s involvement will hinder innovation? 

Dr. Shuren. Well, our intent is try to strike the right balance. 
We have proposed a risk-based framework in which we continue to 
exercise enforcement discretion for a subset of LDTs to try to make 
them available, but by the same token, try to assure in other cases 
that we do have that proper validation that those tests are safe 
and effective. And the point for putting all of this out is, let us 
have that dialogue. If what we are proposing doesn’t hit the mark 
right, then let us talk about what is the best way to hit that mark. 
Whatever we come up with, we are not going to satisfy everyone, 
I will tell you that. Whatever we get at the end of the day, someone 
is not going to be happy because there are so many diferent per- 
spectives, but we are going to try to hit it the best as we can. And 
the real solution is we need the parties at the table, we need the 
lab community to come in and talk to us, to hopefully move away 
from, you don’t have oversight for us, we don’t want to talk, rather 
say, OK, we get it, let us figure out how to make this work. Let 
us hit that right balance on innovation and safety and effective- 
ness, the right balance on protect public health and promote public 
health. 

Mr. Pallone. All right. I thank you for your response. And I just 
think it is clear, we need to have the FDA overseeing these tests. 

Thank you, Mr. Chairman. 

Mr. Pitts. The Chair thanks the gentleman. 

I now recognize the Vice Chairman of the Subcommittee, Dr. 
Burgess, 5 minutes for questions. 

Mr. Burgess. Thanks, Mr. Chairman. Dr. Shuren, good to see 
you again. I am happy to hear you talk about a spirit of openness 
and cooperation. I just find it curious that my discussion with my 
own office staff and committee staff, there was no outreach by the 
FDA to talk about this prior to issuing the letter that you did at 
the end of July, triggering the guidance that you are putting for- 
ward. So I hope that perhaps you have just signaled a change in 
tone. I hope there is the willingness to indeed work with many of 
us who are concerned about this, and clearly the concern exists, 
you knew that because of the language that was in the FDA reau- 
thorization bill, and again, I just find it curious you would not have 
had any discussion with committee staff prior to issuing that notice 
about guidance. 

Let me just underscore something that the chairman asked you. 
Will you provide our committee with all internal FDA assessments 
of the harm that has been completed or were the bases for the 
Agency’s concern in this proposed framework? 
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Dr. Shuren. Well, we were asked if we could provide details on 
those cases, and we will provide the details as requested. 

Mr. Burgess. But all internal documents that you have received 
at the FDA that formed the basis of this decision, may we look for- 
ward to you sharing those with us in this new spirit of openness 
that you just proclaimed? 

Dr. Shuren. So let me go back and talk with people. When you 
say all documents, if I have draft documents, we usually try to 
move forward to things that are final and the completed informa- 
tion. So we want to get you everything that is right, and we will 
go ahead and do that. 

Mr. Burgess. Well, specifically, we are looking at how many of 
these tests are performed daily, what is the extent of the harm, 
have there been similar problems with FDA approved and cleared 
kits, and then lastly and perhaps most importantly, do you believe 
physicians are not concerned about patient harm? 

Dr. Shuren. Right. 

Mr. Burgess. So those would be the specifics that we would be 
asking for. 

Now, we have had these discussions before, and I firmly believe 
the FDA lacks statutory authority to regulate medical practice. 
Laboratory-developed tests are a service and not commercialized 
devices. 

Do you have or did you rely on any legal opinion or memo from 
FDA counsel, and if so, can you produce that legal guidance for us? 

Dr. Shuren. We did get guidance from legal counsel, and I will 
go back to them to see what materials we have or areable to pro- 
vide. 

Mr. Burgess. It is critical that, again, that information be 
shared with us. 

So let me ask you a question. In 30 days, we had asked for a no- 
tification 60 days prior to undergoing the guidance. So you notified 
us at the end of July, so what is going to happen in about 30 days, 
will the FDA be releasing guidance, draft guidance, or regulation 
based on this framework? 

Dr. Shuren. Our intent is to release draft guidance, to have a 
public process to get input on that, to have a dialogue that includes 
not only an open public docket, public meetings, opportunities to 
discuss in-person with us. We want to have an open dialogue mov- 
ing forward, and that is the process. Very 

Mr. Burgess. You 

Dr. Shuren [continuing]. Public, very collaborative. 

Mr. Burgess. So the FDA is proposing to modify a regulation 
through a guidance document. Regulation the FDA specifically in- 
dicated it would not regulate laboratory-developed tests, so where 
is the legal authority for this decision? 

Dr. Shuren. Actually, we have been consistent for years that we 
do regulate LDTs. If you have statements that say that we don’t 
have authority over LDTs, that would be helpful to see. We have 
always said we have authority. We haven’t enforced requirements. 
That is a matter, that is decision on the part of the Agency, that 
is enforcement discretion, and that is what we have done. We are 
not changing a particular regulation, we are not imposing a re- 
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quirement that isn’t already imposed upon the labs, but simply we 
have not been enforcing. 

Mr. Burgess. Well, forgive me, but enforcement discretion does 
not give me a warm fuzzy feeling, and it is not just with this Ad- 
ministration, it was with the previous Administration as well. We 
are all familiar with the statement, “I am from the government, I 
am here to help.” We are not going to bother you because we have 
enforcement discretion, so we won’t bother you up until the day 
that we do. Most people find that as a very nebulous framework 
in which to work, and a very difficult framework in which to plan, 
plan for the future and plan for expenses. 

So how will this all work? Guidance should not, and the courts 
have determined does not, have the enforcement power of regula- 
tion, so how does the FDA intend to bring this framework upon the 
world and have it function without clear authority from Congress, 
and without providing the normal regulatory framework? 

Mr. Shuren. Well, again, there is authority under the statute 
and that authority is there and it is applied now. We haven’t en- 
forced it. And while this discussion isn’t new, we have been talking 
about enforcing those requirements in LDT as the existing require- 
ment since the 1990s. We have been called upon by the Depart- 
ment of Energy. We had two Secretary Advisory Committees, Sec- 
retary of HHS, saying that we should be exercising our authority 
over LDTs. The Institute of Medicine came back to say that. In 
2007, we issued draft guidance withdrawing enforcement discretion 
for a subset of LDTs, but the lab community came back and said 
please don’t do this piecemeal because that is not predictability for 
us. Please instead put in place an overarching framework. Seven 
years later, 7 years later, that is what we are doing, 4 years after 
we had a public meeting in 2010 to do this. This is no sudden 
change; this is years. The question shouldn’t be where did this 
come from, the question should be, FDA, what the heck took you 
so long? 

Mr. Burgess. Mr. Chairman, I have additional questions which 
I will submit for responses in writing, and look forward to the 
speedy responses, and yield back. 

Mr. Pitts. The Chair thanks the gentleman. 

I now recognize the gentleman from Georgia, Mr. Barrow, for 
questions. No questions? Who is next? The chair recognizes the 
gentleman from Virginia, Mr. Griffith, 5 minutes for questions. 

Mr. Grifeith. Thank you very much, Mr. Chairman. 

I am going to follow up a little bit, although maybe a little dif- 
ferent than what Dr. Burgess was going after. And I understand 
some of the concerns, but the Supreme Court has held that an 
agency has a right to change its policy so long as it supplies a rea- 
soned analysis for that change. An agency, however, may not 
change its policies in a way that simply disregards rules that are 
still on the books. FDA’s current regulations specifically exempt 
clinical labs from medical device registration and listing require- 
ments.21 C.F.R. 807.65(i). 

In an attempt to avoid directly conflicting with this regulatory 
exemption, the proposed guidance documents claim not to require 
a clinical laboratory to register and list their tests, but to create 
a new notification option where labs could notify the FDA of the 
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types of LDTs they develop. If, however, a lab does not submit a 
notification, it will then be subject to registration and listing re- 
quirements, along with the related fees. 

Now, it doesn’t seem like there is a whole lot of choice in there. 
So, Dr. Shuren, where in the statute does FDA claim the authority 
to establish such a notification process? 

Dr. Shuren. So the labs are currently subject to registration and 
listing. Our interests for many of these is to know which are the 
LDTs out there so we can use that information to then determine 
the risk classification for them. We have offered as an option for 
not complying to provide the notification. I will tell you the reason 
we did it. If you notify and you don’t do, instead, registrational list- 
ing, you are not subject to the device tax. That is what we did, 
plain and simple. 

Mr. Griffith. Because there is a lot of pressure regarding the 
medical device tax? 

Dr. Shuren. No. We, in looking at this, said, you know what, for 
a lot of these too, if we are not going to then subsequently actively 
regulate them, because they are going to be under enforcement dis- 
cretion, we weren’t going to trigger all the other things that come 
with that. And that is what we tried to do, we were trying to give 
labs a break. 

Mr. Griffith. If a lab fails to submit a notification and is there- 
fore subject to registration listing, how would this not directly con- 
flict with the FDA’s current regulations? 

Dr. Shuren. I am not aware that there is a conflict with current 
regulations. 

Mr. Griffith. You know, you indicated earlier, and I thought 
this was kind of interesting based on some of the things I have 
read, that it is not a question of, and I am paraphrasing a little 
bit, but it is not a question of do we, but how we regulate, and yet 
by doing guidance, you are not going through the normal adminis- 
trative process active procedures, and there is a lot of concern that 
folks won’t be able to get their input put into the Agency. 

So if it is a question of do we — not do we, but how do we regu- 
late, shouldn’t you be going through the APA? 

Dr. Shuren. No. So, again, this is a general policy statement. 
These requirements already apply. They are supposed to be com- 
plying with it. We are not enforcing those requirements as a matter 
of policy. Making those changes, the Administrative Procedures Act 
does not impose rulemaking on those kinds of policies. 

However, you raised the point about input, because notice and 
comment is about do I have the opportunity to provide input. In 
rulemaking, notice and comment is, yes, you can submit comments 
on the rule. In our guidance document, you will be able to submit 
comments on the guidance document. We will be holding a public 
meeting. We will have opportunities in other venues to talk about 
this. There will be lots of opportunity for public discussion, for peo- 
ple to get their viewpoints on the record or off the record. That is 
what we will do so we can have a fully informed decision. And we 
want to hear from people, so we ultimately hit this right. 

I do want to get back to you on that particular regulation. The 
regulation pertains to labs who are using an FDA-approved test, 
not to labs when they are making an FDA test. When they are 
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making the test, they then become a manufacturer. It triggers all 
the requirements. That is what the regulation is about. 

Mr. Griffith. I think there is some disagreement on that, and 
it clearly is not what is stated in the regulation. It just says clinical 
laboratories are exempt under Part 807 as well, but anyway. 

With that being said, Mr. Chairman, unless somebody else would 
like my time, I will — well. Dr. Burgess, I yield to Dr. Burgess. 

Mr. Burgess. Does the gentleman yield for the last few seconds? 

Mr. Griffith. You got it. 

Mr. Burgess. Let me just ask you a question. Dr. Shuren, as far 
as the scalability. I mean do you have the personnel, the resources? 
We are constantly confronted during the Cures Initiative discus- 
sions that the FDA is kind of behind in its information architec- 
ture. Do you have the personnel and the scalability to take on this 
vast new regime that you are proposing? 

Dr. Shuren. One of the reasons we proposed the long phase-in 
was in part so that labs could have the time to get used to the 
framework. The second is taking into account our resources so that 
we are not imposing these day one. The phase-in on premarket re- 
view is over 9 years, so that we are able to then identify based 
upon risk, calling in in segments these particular tests those who 
would be subject to review, and then there are a number that will 
still be under enforcement discretion, but those that would be 

Mr. Burgess. Will you collect user fees from those labs? 

Dr. Shuren. For which ones? 

Mr. Burgess. For the labs that you are now regulating under 
guidance. 

Dr. Shuren. So for the ones who come in in premarket review, 
we actually have the authority to waive fees, and one of the rea- 
sons was put into MDUFA III when we did this with the device in- 
dustry was specifically for that purpose, that if we withdrew en- 
forcement discretion on labs during MDUFA III, we would have the 
ability not to enforce user fees, but then the labs should be at the 
table for those discussions. Now, we invited them to the table for 
MDUFA III, they declined to come, but we would hope if we are 
moving forward then they would come to the table in MDUFA IV 
and then let us talk about that, but for right now, we have the abil- 
ity to waive fees. Again, none of this starts until we are out with 
final guidance. We still have to get the proposed guidance out, go 
through the public process, then final guidance, and then the first 
round for submissions doesn’t start until a year after that for pre- 
market review. 

Mr. Burgess. I yield back to the gentleman. 

Mr. Griffith. And, Mr. Chairman, I would also ask — Dr. Bur- 
gess previously asked the question about legal memorandums, and 
if we could have both in-house and outside counsel memorandums 
if they exist. And I yield back. 

Mr. Pitts. The chair thanks the gentleman. 

I now recognize the gentleman from Texas, Mr. Green, 5 minutes 
for questions. 

Mr. Green. Thank you, Mr. Chairman. Again, welcome. 

I understand the number of FDA cleared or approved tests rep- 
resents a small fraction of the tests relative to the number of LDTs. 
Do we know how many LDTs are actually out there? 
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Dr. Shuren. We don’t have an absolute number on those, in part 
because there is no system on notification where you put them in 
a database. We have estimates of what we think are out there. 

Mr. Green. OK. Given the number of LDTs that are now the 
subject of premarket review under this proposed framework, how 
will FDA implement this proposal and will additional resources be 
needed? 

Dr. Shuren. So, again, the phase-in was an attempt to try to fold 
this in with the current resources that we already have, and, again, 
during this time, tests remained under enforcement discretion. So 
if it turned out, as we get a better lay of the landscape of what is 
out there, if we need more time on implementation or for review, 
we can do that, it is not going to put that lab to have to take that 
test off the market. And if it turns out there is a need for addi- 
tional resources, that is the kind of conversation we have as a part 
of user fee reauthorization. 

Mr. Green. I have heard that 

Dr. Shuren. And then there were discussions about legislation 
previously, and I do know when CMS looked at that bill, they 
thought that the cost for that would be about $50 to $100 million 
to implement, starting with $20 million at the outset to create a 
duplicative bureaucracy. And that isn’t the best way of investing 
dollars or spending dollars, to simply rogue government and have 
duplicative oversight, and a costly one. So here we have experts al- 
ready, we are leveraging them to do their kind of work they do 
every single day and they have been doing for decades, and now 
let us fold this in with the resources we have and if we need to 
address more, we will have those conversations 

Mr. Green. OK. 

Dr. Shuren [continuing]. And user fee discussions. 

Mr. Green. OK. I have heard the proposed framework would ac- 
tually put the FDA in the business of regulating the practice of 
medicine, since LDTs is a service rather than medical device. How 
does FDA respond to this assertion and at what point is LDT a 
medical device,when does its use, interpretation, application, and 
modification become a service provided by a pathologist or physi- 
cian on behalf of a patient? What is the breaking point? 

Dr. Shuren. Well, again, if they are making the test, all right, 
and that can be as a manufacturer assembling the test, they have 
developed the process and they put it together then with reagents 
and instruments, and now they are out there marketing it, they 
have made a test. When they are running the test, they are per- 
forming the test, then they are acting as a laboratory, then pro- 
viding a service. That is subject to oversight under GLIA. The FDA 
framework is complementary to assure the safety and effectiveness 
of the tests that they use, whether that is made by someone else 
or they make it themselves in the laboratory. 

Mr. Green. OK. Under the framework, will professionals work- 
ing in CLIA-regulated labs be treated as both device manufacturers 
and users? 

Dr. Shuren. So if they are making tests, then we would treat 
them as a manufacturer, keeping in mind that for a variety of cat- 
egories of LDTs, we are still exercising enforcement discretion. So 
even though they make a test, like a test for an unmet need, we 
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are saying to them tell us what it is, report problems, but other- 
wise you don’t have to come in for premarket review, you don’t 
have to put in place quality systems, the kinds of controls to assure 
that when you make a test, you make a high-quality test. 

Mr. Green. But they are actually manufacturing it and using it, 
so does this framework create a duplicate system, regulatory over- 
sight between GLIA and FDA? 

Dr. Shuren. No. We view these as complimentary. CMS views 
them as complimentary. In fact, even when GLIA was passed in 
1988, the then-administrator of what was the Health Care Finance 
Administration, former name for CMS, Bill Roper even said CLIA 
is complimentary to what FDA does. But we really need both. If 
labs are in the business of acting as manufacturers and making 
tests, then there is complimentary of FDA oversight to assure the 
tests are safe and effective, and there is CLIA oversight to assure 
that the services that are performed by the laboratory are done at 
high quality, that the people are appropriately trained. 

Mr. Green. Well, the history of our committee, we sometimes 
have trouble for two agencies actually trying to cooperate together, 
and sometimes it takes statute to do it, but looking at the future 
of medicine, the importance of innovation and effective diagnosis 
are impossible to overestimate, and looking forward to working 
with the FDA, the committee and the stakeholders to see that the 
regulatory framework ensures patient safety while unleashing the 
potential for LDTs and diagnostics in general. So, discretion is im- 
portant and the partnership between the two agencies is really im- 
portant because we don’t want to stop the success that we are see- 
ing in that individual health care. 

Thank you, Mr. Chairman. I yield back. 

Mr. Pitts. The chair thanks the gentleman. 

I now recognize the gentleman from Illinois, Mr. Shimkus, 5 min- 
utes for questions. 

Mr. Shimkus. Thank you, Mr. Chairman. It is great to be here. 
Dr. Shuren, welcome. 

Just on a side, over the break, we had a 21st Century Cures 
panel hearing in the State Capitol of Springfield. It just went phe- 
nomenal. I think there is a lot of excitement on both sides and in 
the health care communities, and I hope we can keep moving for- 
ward, and I know this isn’t really specifically about that, but there 
is a new era coming in health care delivery and the like, and I just 
wanted to report back that that was a very productive hearing we 
had, Mr. Chairman. 

So, Dr. Shuren, again, welcome. Under the practice of laboratory 
medicine, CLIA requires disclosure of known information relevant 
to use of a test by a certified laboratory to a treating physician, 
without regard to, and I quote, “labeling claims.” This proactive ap- 
proach to dissemination of information by a clinical laboratory may 
be in consistent with the restriction on dissemination of informa- 
tion by a medical device manufacturer under FDA regulation. 

How would FDA manage conflicting requirements governing con- 
sultations with physicians about patient test results? 

Dr. Shuren. So we don’t view that as in conflict because the labs 
can have those kind of communications. That does not run afoul of 
the Food, Drug, and Cosmetic Act. 
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The issue becomes if they are out there promoting, they are mar- 
keting I have this test that I can perform, and if they are mar- 
keting it in a case where they should have come in for review, they 
need to come in for review, but they can have those discussions 
with treating physician — treating physician can ask them to run a 
test in an off-label fashion. That is fine, that is not inconsistent 
with our program. 

Mr. Shimkus. What types of diagnostic or patient treatment 
claims would be permissible, and what kinds of evidence would be 
required by the FDA? 

Dr. Shuren. Yes, so in terms of permissible, one would be per- 
missible without coming to the FDA, and we have mentioned, well, 
first of all, the low-risk tests you don’t come in anyway, and we 
have said we are exercising enforcement discretion for a number of 
the requirements. For rare diseases, we are continuing to exercise 
enforcement discretions. You don’t come into us, where otherwise 
a conventional manufacturer would have to come into us. And even 
if there is an approved test for a rare disease, we are still saying 
you don’t have to come into us. 

If you are making a test where there is no FDA-approved or 
cleared test, you can go ahead and do that until the point where 
there is an FDA-approved test. Now, we have a mitigation in place 
which is a lab and a health care facility where you are treating 
that patient, or within that health care system, because you have 
a shared accountability for both testing the patient and treating 
the patient. That is the mitigation we have put in place because 
here, we don’t have that independent validation the test is actually 
safe and effective, and that is a balance we have tried to put in. 
But then in other cases where, for example, we have an FDA-ap- 
proved test, if you want to continue to market as such a test, you 
would come in the door, much like the other manufacturer, to show 
you are safe and effective, because at that point, we have a test we 
know which works. That is in the best interests of patients to use 
it. If you have one that is good, or you think you have one better, 
then provide the data to show you are better because you may not 
be, and if you are not, that hurts patients because doctors and pa- 
tients can go, it is a better test, I will use that one, in fact, it may 
not be. 

Mr. Shimkus. Great. On the medical device quality system regu- 
lation requirements would apply upon filling of a premarket sub- 
mission with the Agency, but the draft guidance does not ade- 
quately tell clinical laboratories how to comply. As one example, 
what constitutes a malfunction of a finished device if the test is an 
LDT? 

Dr. Shuren. So a malfunction is where the test does not meet 
its performance specification, or it doesn’t perform as intended. 
That is a malfunction, and that has applied for IVDs, and we have 
information about that. 

Now, I will say in terms of the application of quality systems, we 
have been working with the Clinical and Laboratory Standards In- 
stitute on developing education modules about how quality systems 
would apply to laboratories, and to get that out there for better 
training for the labs so they have information, they have people 
who will have training programs with them, we will get feedback 
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on that. If people feel they need more information, we will work 
with the lab community on what they need to be successful, but we 
will have more information that is out there. 

Mr. Shimkus. I thank you for your time. 

And Chairman, I yield back. 

Mr. Pitts. The chair thanks the gentleman. 

I now recognize the gentlelady, Ms. Schakowsky, 5 minutes for 
questions. 

Ms. Schakowsky. Thank you, Mr. Chairman. And I apologize. 
Dr. Shuren, that I just arrived from another meeting, but I did 
want to ask you an important question. 

CMS, obviously, could not be here today to participate in this 
hearing, and I think it is unfortunate because much has been made 
of the role that CMS plays in overseeing LDTs under the authority 
provided by the Clinical Laboratory Improvement Amendment. To 
be sure, CMS plays a critical role in regulating laboratory practice 
in this country, but I think we need to be clear about the limita- 
tions of that role as well. 

So I have a document that I obtained from the CMS Web site. 
It is entitled CLIA Overview, and it contains CMS’s responses to 
several frequently asked questions, and I would like, Mr. Chair- 
man, unanimous consent to enter this document into the record. 

Mr. Pitts. Without objection, so ordered. 

[The information appears at the conclusion of the hearing.] 

Ms. Schakowsky. So let me refer to a couple of excerpts that ap- 
pear to explain the difference between the roles that CMS and FDA 
play with respect to LDTs. 

First, this document states, “when a laboratory develops a a test 
system such as an LDT in-house without receiving FDA clearance 
or approval, CLIA prohibits the release of any test results prior to 
the laboratory establishing certain performance characteristics re- 
lating to analytic validity for the use of that test system in the lab- 
oratory’s own environment. This analytic validation is limited, how- 
ever, to the specific conditions, staff equipment, and patient popu- 
lation of the particular laboratory. So the findings of these labora- 
tory-specific analytic validation are not meanin^ul outside of the 
laboratory that did the analysis. Furthermore, the laboratory’s ana- 
lytic validation of LDTs is reviewed during its routine biannual 
survey after the laboratory has already started testing.” And it 
goes on to describe the FDA’s role. In contrast, the FDA’s review 
of analytic validity is done prior to the marketing of the test sys- 
tem and, therefore, prior to the use of the test system on patient 
specimens in the clinical diagnosis/treatment context. Moreover, 
FDA’s premarket clearance and approval process assess the ana- 
lytic validity of the test system in greater depth and scope. The 
FDA’s processes also assess clinical validity. 

According to this document, CMS does not assess clinical valid- 
ity. So let me ask you this. Here is the question. Can you please 
describe the difference between CMS’s review of analytic validity 
and the FDA’s review of clinical validity? 

Dr. Shuren. So for analytical validity, we dive into the data to 
make sure that, in fact, you have demonstrated there is analytical 
validity. And just so folks know, what you are doing there, it is the 
accuracy of measuring something in a human specimen. So let us 
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say measuring protein in the blood. So we do a deep dive into that 
to make sure, in fact, that validation was accurate. 

In CLIA, it is a much lighter look. In some cases, it is a checklist 
to make sure you have it, or maybe a sampling of the analytical 
validity that has been done, not of all the tests. 

Ms. SCHAKOWSKY. But 

Dr. Shuren. And clinical validity is then the association of what 
you measure in the body with a disease, so that you, in fact, are 
making a diagnosis. This protein, if we find one of these markers, 
means you have this disease. CLIA doesn’t have that. We have that 
to make sure then when you do the test, and people are doing a 
test to make a diagnosis, that, in fact, it is accurate in making that 
diagnosis. And the Web site for CMS also says as a result — and 
this is talking just about analytical validity, as a result, FDA re- 
view may uncover errors in test design or other problems with a 
test system. Errors that will not be found under the CLIA system. 
Again, they are complementary. 

Ms. ScHAKOWSKY. So I just have a couple of — so how do you plan 
to coordinate then with CMS to make sure that we are getting the 
best data? 

Dr. Shuren. Yes, so we already work with CMS. We have a very 
close relationship. We are part of the CLIA program. When they 
talk about, to make an LDT you have to be in a high complexity 
lab, we make those determinations too regarding complexity. We 
make the determination on a waiver for complexity if they want to 
do some of these lower-risk tests. And in developing this frame- 
work, we have been in discussions with CMS. When we look at 
quality systems, we are in discussions with them too because there 
is a little bit of overlap 

Ms. SCHAKOWSKY. Yes. 

Dr. Shuren [continuing]. And our plan is not to duplicate those 
requirements, it is to just go with the pieces that are complemen- 
tary. What we are doing with CLSI is also to focus on the parts 
that are different, not to sort of talk about the things that you may 
already be covering on CLIA, and then we don’t need to touch that. 
In fact, we have proposed — we would propose to have the option for 
a third party review model for both moderate risk tests and for in- 
spections, for audits. And we know some of the CLIA auditors are 
interested in being accredited by FDA to do those reviews, and to 
actually, when they are in the lab, to go look at it for CLIA to be 
able to do the additional look for FDA to try to minimize any dis- 
ruption with the labs, and to work with those entities that they are 
already accustomed to working with. 

Ms. ScHAKOWSKY. Thank you for that clarification. Appreciate it. 

Mr. Pitts. The Chair thanks the gentlelady. 

I now recognize the gentlelady from North Carolina, Mrs. 
Ellmers, 5 minutes for questions. 

Mrs. Ellmers. Thank you, Mr. Chairman, and thank you. Dr. 
Shuren, for being with us today. 

I just want to go back and clarify some of the responses that you 
have given to some of the questions, because as this is going along, 
I am getting a little confused as to what the whole process is and 
why we are approaching this, or why the FDA has taken this ap- 
proach. 
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One, I want to go back to the user fees and the medical device 
tax. Now, my understanding is, from what you have said, that the 
FDA has no intention of putting a tax on these lab tests, is that 
correct? 

Dr. Shuren. Well, and just to clarify, we don’t handle the med- 
ical device tax. We have nothing to do with it. 

Mrs. Ellmers. But 

Dr. Shuren. The trigger is registration and listing of that device 
then triggers 

Mrs. Ellmers. OK, so 

Dr. Shuren [continuing]. The device tax. 

Mrs. Ellmers [continuing]. The part that the FDA would play 
does not intend, can you definitively give us an answer today that 
this will not be an item that will be taxed for the American people? 

Dr. Shuren. So some of the tests and labs would be taxed if they 
are making a test that then has to come in for premarket review. 
If they opt for doing that, at that point then they would move over 
to register and list with us, because we have requirements — it is 
the registration and listing that then is the trigger for some of the 
other requirements. 

Mrs. Ellmers. So then this is open-ended? So this is — these tests 
can be taxed? 

Dr. Shuren. If they are the tests that have to come in for 
FDA 

Mrs. Ellmers. And they are not presently being taxed? 

Dr. Shuren. They are not presently being taxed. 

Mrs. Ellmers. But they can in the future. 

Dr. Shuren. They can in the future. 

Mrs. Ellmers. OK, that is a good clarification right there. 

Now, we talked a little bit about user fees as well between some 
of the labs that are being regulated. Can you just — and there 
again, I would just like to have you go back and discuss what you 
have already said, but I just need clarification. 

Dr. Shuren. Certainly. If our framework were to be implemented 
during the course of MDUFA III, we would not impose any user 
fees. We would waive those user fees. We have the authority to do 
that. 

Mrs. Ellmers. Now, you have the authority 

Dr. Shuren. Right. 

Mrs. Ellmers [continuing]. But you can’t say definitively today 
that that is not going to happen, correct? I mean 

Dr. Shuren. That 

Mrs. Ellmers [continuing]. That could be changed at any mo- 
ment. The EDA could decide tomorrow that now we are going to 
institute user fees. 

Dr. Shuren. If the framework in place — yes, if people change 
their mind, but that is actually why we had expanded the waiver 
provision. It was intentionally put in. Now, for MDUFA IV, we 
would like to have the labs at the table to have that discussion, 
like we invited them for MDUFA III, come to the table in MDUFA 
IV and then talk about 

Mrs. Ellmers. Yes. 
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Dr. Shuren [continuing]. User fees. Should they apply, what 
should they look like, that is the discussion to have, just as we 
have with other device developers. 

Mrs. Ellmers. I want to go hack again to where the origin of all 
this came from. My understanding is you have stated in your testi- 
mony and in discussion that FDA has always had this ability to 
put this forward, but has not in the past and now has determined 
to do so, is that correct? 

Dr. Shuren. Yes, we have the authority over LDTs, and subject 
to those requirements, we haven’t enforced it. 

Mrs. Ellmers. Where did that come from, what statute, and 
when did it become part of the ability for the FDA to institute this? 
Can you go back, give us a date, a time, a rule? 

Dr. Shuren. So 1976, the law was changed to give us oversight 
on in vitro diagnostics. It is agnostic as to who makes it. That is 
the FDA law. It doesn’t distinguish between who makes the test, 
it is if you make the in vitro diagnostic, that is where we have the 
authority. When CLIA was passed in 1988, which, remember, was 
an amendment to a 1967 law that put in all the licensing structure, 
that didn’t change. Nothing that was changed in the law, there is 
nothing there on the legislative history, that authority for FDA 
simply persisted. 

Mrs. Ellmers. OK, now, what has changed now 

Dr. Shuren. And even recognized by CMS when the law was 
passed. 

Mrs. Ellmers. And what has changed now that has caused the 
FDA to now look at this as something that needs to be imple- 
mented? 

Dr. Shuren. Yes, and keep in mind we have been looking at this 
for years. We have had these discussions starting in the 1990s, and 
even started taking steps in 2007 with the draft guidance to with- 
draw enforcement discretion for a subset of LDTs, and again, we 
heard from the lab community, don’t do it piecemeal, do an over- 
arching framework. Why we have done this is because the tests 
have changed. Years ago, these were very simple tests. They tend- 
ed to be rare conditions, they were used locally. There were really 
within a facility and a treating physician, and you have the labora- 
tory. Today, we have increasingly more complex and sophisticated 
tests, higher-risk tests, being used for common diseases, being used 
nationally, increasingly doctors and patients relying on the results 
of that test, and then examples of faulty LDTs. That has been the 
push, and the push doesn’t just come from us, it is from outside 
bodies. 

Mrs. Ellmers. Can you cite for the committee or provide — I real- 
ize you probably can’t do that right — at this very moment, can you 
give the committee those tests that have shown inaccuracies that 
you feel that the FDA needs to address this issue as tests have 
been innovated, and obviously you are seeing something that is in- 
dicating that we need to implement more regulation, and I would 
just like for you, if you could, to provide for the committee what 
those tests are that you feel are being — or are coming up with inac- 
curate results. 

Dr. Shuren. Yes, we will do that. 

Mrs. Ellmers. Thank you. Thank you. 
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And I apologize, Mr. Chairman, I went over on my time, but, yes, 
if you could provide the committee with that, that would be won- 
derful. Thank you. 

Mr. Pitts. The chair thanks the gentlelady. 

I now recognize the gentleman from Florida, Mr. Bilirakis, 5 
minutes for questions. 

Mr. Bilirakis. Thank you, Mr. Chairman. I appreciate it very 
much. 

During the August recess, I held two 21st Century Cures 
Roundtables in my district, and I heard from patients and some of 
their problems. I also heard from providers and some of their prob- 
lems. There were two themes that came up: outdated payment poli- 
cies and also the barriers to innovation. I am glad that we are 
holding this hearing today because the specific issue of FDA regu- 
lations of labs develop tests was one of these issues that came up. 
We had a company talk about their concerns that the FDA’s regu- 
lations could slow innovation. 

At the end of the day, we want safety, of course, but we also 
want to keep innovation products to get to the market. If we don’t, 
then the patients, in my opinion, will suffer. 

Dr. Shuren, I have a couple of questions. Has FDA done a thor- 
ough economic analysis that considers the direct cost to labora- 
tories and taxpayers if FDA goes through with their guidance? 

Dr. Shuren. So we don’t have a formal economic analysis. On 
the other hand, we also hear from labs who say, well, when we 
make tests, we validate them. CLIA says they are supposed to be 
validating those tests when they make them or they modify them. 
And so if that is the case and they have that data, the cost should 
be a lot less to be able to then provide that to us. 

Mr. Bilirakis. Thank you. Under the Regulatory Flexibility Act, 
the RFA, federal agencies are required to assess the impact of their 
regulations on small businesses. The analysis should include such 
things as how many small businesses there are, the projected re- 
porting, recordkeeping and other compliance requirements of the 
proposed rules, any significant alternatives to the rule that would 
accomplish the statutory objectives while minimizing the impact on 
small entities, and it requires agencies to ensure that small busi- 
nesses have the opportunity to participate in the rulemaking proc- 
ess. However, if FDA goes forward with guidance and not formal 
rulemaking, it undermines laws that protect due process, such as 
the RFA or the Administrative Procedures Act. 

Will the FDA go through with the traditional process of rule- 
making? 

Dr. Shuren. No, because this is a policy of enforcement discre- 
tion. The requirements are already there. They are subject to the 
requirements. We are not imposing that. We have, as a matter of 
policy, decided not to enforce them. We are now changing that pol- 
icy and enforcing requirements in certain cases. Those general pol- 
icy statements under the Administrative Procedures Act are not 
subject to rulemaking, and actually have significant impact if they 
are for our ability to do so. However, as part of the process with 
guidance, there is a public process for small businesses and others 
to weigh in, not only on the docket and written comments with 
public meeting, we will have meetings that are occurring in other 
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venues and other discussions. Some groups have already been in 
talking with us about the framework, and we will have that dia- 
logue. What we hope is that people will come and talk to us, that 
the lab community will be in the door and have those conversa- 
tions. Some have. We would like to see the full community come 
in the door, not talk about we provide services, these aren’t IVDs, 
don’t regulate us, but rather come and say, OK, we get it, but let 
us figure out how to do this right because we think labs developing 
tests is a good thing. We are not here to stop that, we are here to 
try to have that balance between the development of new tests, but 
also tests that work, making sure it is safe and effective, because 
there is no value to doctors and patients if the test doesn’t work. 
That hurts people and that is a cost on our health care system. 

Mr. Bilirakis. How many labs would suddenly fall under the 
FDA authority under the proposed guidance? 

Dr. Shuren. In part, we will see that with notification. We are 
estimating that that number — we know for the labs who can make 
LDTs, who are allowed to, according to CMS that number is 6,000, 
but not all of them make LDTs. That number is much smaller. And 
we think a number of these LDTs are also subject to the continued 
enforcement discretion. So for some of these labs that are making 
tests that, again, they are not coming in the door for us. 

Mr. Bilirakis. I believe this was mentioned earlier, but I will 
ask the question again. I have heard concerns that some of the 
guidance that FDA issues may be duplicative or contradictory with 
the requirements under CLIA. Will FDA ensure that its guidance 
will harmonize with the current regulations required under CLIA? 

Dr. Shuren. Yes, and in developing our framework and other 
materials, we have been coordinating with CMS. Our goal is not to 
be duplicative. 

Mr. Bilirakis. Thank you very much. 

I yield back, Mr. Chairman. 

Mr. Pitts. The chair thanks the gentleman. 

And now recognizes the ranking member of the full committee, 
the gentleman from California, Mr. Waxman, 5 minutes for ques- 
tions. 

Mr. Waxman. Well, thank you very much, Mr. Chairman. 

Dr. Shuren, one of the themes of the 21st Century Cures Initia- 
tive has been that advances in molecular medicine and information 
technology will enable the use of smaller, more efficient clinical 
trials and faster development of new cures. For those improve- 
ments to be realized, we will need to rely on increasingly sophisti- 
cated tests that can both accurately analyze the genetic and molec- 
ular properties of diseases as expressed in individuals, and rec- 
ommend treatment regimens based on those analyses. Thus, these 
sophisticated tests appear to be central to what the 21st Century 
Cures Initiatives is all about. 

Could you describe for us the kind of genomic and other sophisti- 
cated tests that are in existence or under development that are 
aimed at helping to guide clinical decisions, and can you tell us 
what role they play or hope to play in developing and improving 
treatments, and can you explain what FDA’s role is or will be in 
their development and use? 
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Dr. Shuren. ok. So increasingly, we are seeing tests to identify 
those patients who would benefit from particular therapies and 
those who would not, so that you are not giving a treatment and 
exposing that person to side-effects when they are not going to get 
a benefit in return. And we see this a lot in cancer, we are seeing 
it in some other fields as well. 

Getting the right treatment to the right patient depends upon 
having accurate and reliable test results. If they are not, that is 
where mistakes happen, and that is what has happened with peo- 
ple who didn’t get treatment who should. So tests that were there 
for breast cancer had high false negatives, so people were being 
told the treatment that is available, you are not a candidate for, 
when, in fact, they would have been a candidate. We heard earlier 
about Oversure where one of the treatments is having surgery be- 
cause if you have ovarian cancer, have it taken out. And you had 
examples where a woman didn’t have cancer, had the surgery, 
woman who had cancer told not, didn’t have the treatment when 
they should have had treatment at that point. And we see it even 
in heart disease. So there is a case of a test for risk of heart dis- 
ease, and then the use of statins — responsive to statins. Well, it 
turns out — we wound up seeing the data on this, and there was a 
subsequent study that showed these markers didn’t actually pre- 
dict it. The test was not valid, didn’t do it, but at the time when 
that data was there, over 150,000 people got tested. We estimate 
the cost may be over $2 billion. Even Eric Topol, who many of you 
were talking about with personalized medicine and some of the 
work there, he actually talked about that this was a great example. 
Going forward, this story should serve as a valuable reminder of 
the potential pitfalls present in prematurely adopting a genomic 
test without sufficient evidence. 

Mr. Waxman. Well, on the next panel, Mr. Mertz, from the 
American Clinical Lab Association, will testify that if there were 
problems with LDTs, we would have more publicity about them. He 
cites a 2008 statement by the Advisory Committee on Genetics, 
Health and Society that there have been few documented cases in 
which patients experienced harm because of errors in a CLIA-regu- 
lated genetic test. 

Do you agree with that, would doctors and patients necessarily 
know if tests weren’t giving good advice for clinical decisions? Your 
testimony mentions some of these, but please describe any exam- 
ples of the risks or harms of LDTs that have led FDA to change 
its enforcement policy in this area. 

Dr. Shuren. Yes. So doctors and patients wouldn’t know. I mean 
you order a test, you don’t know it is FDA approved or it is not 
FDA approved. That is the state of affairs. And so you don’t know 
if you have those guarantees or not. That is the way things are 
today. And of course you are relying on those test results then for 
making a decision on how to care for the patient. 

Mr. Waxman. Well, GLIA regulates the labs. If GLIA regulates 
the labs, should we rest assured that the tests from that lab will 
be accurate? 

Dr. Shuren. No. CLIA’s purpose is not to assure the tests are 
safe and effective. CMS recognizes that too and has noted distinc- 
tions between what FDA does and what CMS does. They are com- 
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plimentary systems, and in going forward, we need to make sure 
we are coordinated and we avoid any duplication, but they are com- 
plimentary systems. And the Secretary’s Advisory Committee did 
note, yes, there were a few reports of problems because there isn’t 
a system there for identifying those problems. That is one of the 
things that we would put in place, but that same committee, that 
same Advisory Council, also said the absence of evidence doesn’t 
mean that there is an absence of a problem. And, in fact, they came 
back and said we recommend the FDA begin enforcing require- 
ments for LDTs. That was their conclusion. 

Mr. Waxman. So even though we know it is a decent lab, they 
live up with the good standards, we don’t know if the result of the 
test is going to be accurate in helping the patients or not? 

Dr. Shuren. Right. We have for 

Mr. Waxman. May even do them harm. 

Dr. Shuren. Right, and we had for HlNl, so when that came 
out, by the way, the original samples came from China. Only the 
CDC had them. And then when the emergency was declared, CDC 
had developed a test and we gave them an EUA within days. Then 
they made the samples available to other labs. The labs who devel- 
oped things beforehand had no access to the HlNl samples, and 
then they came in the door. Now, we cleared — we gave EUA au- 
thority to some of the labs 

Mr. Waxman. EUA is 

Dr. Shuren [continuing]. But some of them 

Mr. Waxman. EUA is? 

Dr. Shuren. I am sorry, emergency use authorization, in the set- 
ting of that pandemic. But some of the labs, their data and from 
pretty prestigious academic institutions, their tests were problem- 
atic. And we saw the data, that is how we know, and then they 
weren’t out there on the market. That is what FDA does, but 
again, we are trying to strike that right balance in innovation, ac- 
cess, and safety and effectiveness. 

Mr. Waxman. Thank you. 

Thank you, Mr. Chairman. 

Mr. Pitts. The Chair thanks the gentleman. 

And now recognizes the vice chairman of the full committee, the 
gentlelady from Tennessee, Mrs. Blackburn, 5 minutes for ques- 
tions. 

Mrs. Blackburn. Thank you, Mr. Chairman. And I appreciate 
the emphasis that we have on 21st Century Cures, and the oppor- 
tunity for all of us to visit with you. Dr. Shuren, and we thank you 
for your time and for being willing to come over here and talk with 
us and answer the questions. I think that we are all interested in 
solving access issues for our constituents, and part of that being 
preserving access to affordable health care for all Americans. And 
right now the cost of health care seems to be going through the 
roof, and we hear about it every day. 

Let us go back and talk a little bit about the guidance document. 
I know Mrs. Ellmers and Mr. Bilirakis have both touched on is 
with you, and when you are looking at the guidance document and 
the LDT issue, you know that there could be numerous require- 
ments that could be put in place from your guidance document. We 



39 


know that you all contend that guidance documents are not binding 
on the industry. 

Now, when we are out there talking with some of our innovators, 
and talking with those that are trying to work through the process 
with you all, what we hear is, well, they might not do something, 
but they could, and the uncertainty that exists in that. So how do 
you, as we talk about answering the questions for constituents, 
how do you reconcile that difference, you might not but you could, 
and the guidance documents aren’t binding? So how do you rec- 
oncile that? 

Dr. Shuren. So just to flip around in this case, here we are talk- 
ing about the requirements to comply with the Food, Drug, and 
Cosmetic Act are already in place for the labs. We have chosen not 
to enforce those requirements. We haven’t taken action for the peo- 
ple who aren’t meeting it, for the most part, but that is the change 
that we are making. So unlike in other cases where we are impos- 
ing a requirement, we are reinterpreting that requirement under 
the law, we are not doing that here, we are simply withdrawing en- 
forcement discretion, saying here are the requirements, they are al- 
ready on the books, there are regulations about them, some cases 
there are guidances, and you would meet that just like you would 
as a conventional manufacturer, but we maintain enforcement dis- 
cretion still in some cases where we say these particular require- 
ments, as outlined here, you don’t have to comply with, we will not 
enforce those. 

Mrs. Blackburn. Yes, and I appreciate that and I appreciated 
your comments about the medical device tax, and you and I have 
talked about the Software Act and the medical apps that are there, 
but I just want to highlight with you again that sometimes that 
discretion, that uncertainty is very difficult for many that are inno- 
vating in that space because they know you might not do some- 
thing, you probably won’t do something right now, but it doesn’t 
state what you are going to do if you change your mind. And as 
they look at federal agencies, you all included, mission creep is 
something that is — that they are concerned about, and also lack of 
economic analysis. So I would just — I would highlight that to you. 

Let me go back to something Mr. Griffith raised earlier. In addi- 
tion to Section 807.65(i) of the federal regulations which specifically 
list clinical labs as a class of entity that is exempt from establish- 
ment, registration, and device listing, the preamble to these final 
regulations implementing the registration requirement unequivo- 
cally emphasizes this point in stating the commissioner believes 
that full-service labs and similar establishments are exempted from 
registration. Were you aware of these regulatory provisions cur- 
rently on the books? 

Dr. Shuren. Yes, so this provision pertains to labs when they are 
using tests. It does not pertain to when they are manufac- 
turing — 

Mrs. Blackburn. OK. 

Dr. Shuren [continuing]. Tests. That is the distinction. And I am 
also sympathetic, I understand the predictability when people say, 
well, if you put a policy in place, and here people are saying when 
you exercise enforcement discretion, what about, you could take it 
away tomorrow. This should be a poster child about our taking 
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away enforcement discretion. We have been at it for years. I was 
a very young man when this started back in the 1990s. I now have 
gray hair. So it does not happen overnight. In some respects, I hate 
to say it, I wish it would. I would probably not have the gray hair. 

Mrs. Blackburn. Well, I think we all end up having gray hair. 
It is one of the blessings that comes our way from being able to 
solve problems and work through issues that affect all Americans, 
and we look for a good resolution to those, and I hope that you are 
going to commit to work with us on the software component, the 
medical apps and keeping these free of the medical device tax. We 
have got a lot of people that are looking to expand access, and that 
is a good way to do it. 

I yield back. 

Mr. Pitts. The chair thanks the gentlelady. 

Now the chair recognizes the gentlelady from California, Ms. 
Eshoo, 5 minutes for questions. 

Ms. Eshoo. Thank you, Mr. Chairman. I appreciate the legisla- 
tive courtesy. While no longer a member of this subcommittee, the 
committee rules do allow members of the full committee to partici- 
pate, and I appreciate it. 

I have a statement that I would like to submit for the record, 
and ask unanimous consent to do so. 

Mr. Pitts. I am sorry, I didn’t hear you. 

Ms. Eshoo. Yes, I just ask 

Mr. Pitts. I am trying to get those 

Ms. Eshoo. You mean you weren’t paying 

Mr. Pitts [continuing]. Klieg lights turned off. 

Ms. Eshoo. You weren’t paying attention to me, Mr. Chairman. 
No, I just asked unanimous consent to produce a statement into 
the record today. 

Mr. Pitts. Without objection 

Ms. Eshoo. Thank you very much. 

Mr. Pitts [continuing]. So ordered. 

[The prepared statement of Ms. Eshoo follows:] 

Prepared statement of Hon. Anna G. Eshoo 

Mr. Chairman, thank you for holding this hearing today to examine the regulation 
of laboratory developed tests (LDTs). I appreciate the opportunity to learn more 
about this issue and to hear from the FDA and from stakeholders about how the 
agency’s proposed changes will affect patients, doctors, and health care innovation. 

The FDA’s primary mission is to ensure that drugs and devices are safe and effec- 
tive. Diagnostics are a critical part of our health care ecosystem, helping doctors tar- 
get what’s wrong with a patient so that they can be treated with the utmost preci- 
sion, focusing on the necessary therapies while reducing unnecessary interventions. 

While the FDA regulates some diagnostics, many are never reviewed by the agen- 
cy. This is because our bifurcated regulation of diagnostics means that the FDA reg- 
ulates diagnostics developed as “kits” while CMS regulates LDTs under the Clinical 
Laboratory Improvements Act (CLIA). The FDA has the authority to regulate LDTs 
but until now, has exercised regulatory discretion in allowing these tests to be regu- 
lated solely by CLIA. 

As diagnostics become more complex and lead to greater clinical decision making, 
it’s important that they receive increased scrutiny to protect patient safety. FDA’s 
proposal to fundamentally change the regulatory paradigm for LDTs can lead us in 
the right direction, but the new regulations must be implemented in a way that fur- 
thers innovation and the development of personalized medicine. 

Ms. Eshoo. Dr. Shuren, it is good to see you, as always. 
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I think the benefit of sitting here and listening to all the ques- 
tions and your responses is the following. When I go to either Stan- 
ford University or the Palo Alto Medical Foundation, part of all of 
these exams, and if there need to he further examination of things, 
are tests. I want my tests to be accurate. I want my tests to be ac- 
curate, and I think every single one of us do too. And I think that 
we are at a juncture today where we should be celebrating some- 
thing, and that is that there has been so much innovation that has 
moved forward relative to diagnostics, they are far more sophisti- 
cated, we have a broader and greater capacity to make determina- 
tions relative to diseases that were at one time a death sentence 
and today can be manageable if, in fact, there is a correct diag- 
nosis. And so these tests are really central in all of our lives, and 
I think that, speaking for myself, the older I get, I can’t wait for 
the results of the tests to come back to know that everything is all 
right, but we depend on accuracy. And I think that the FDA, in 
terms of its role, a key role is to ensure safety and efficacy of drugs 
and devices. 

This is really more of discussion of how this is going to work. I 
know that there is a question that has been raised about whether 
the Agency has the authority. It seems to me that you do. My con- 
cern is that this be done in a very smooth and fair way because 
if in moving through this process, I want to ask you why it is 9 
years. I mean a lot of things can happen in 9 years. I mean can’t 
you do something in a shorter period of time so that the stake- 
holders have predictability and know what the rules of the game 
are going to be? That is one of my questions. I know that this was 
stuck at 0MB for a long time, and I am very curious to know what 
all of a sudden loosened this up, so that 0MB changed its mind. 
What was it that concerned them that held it up for so long, and 
what is it that put them in a better mood and gave you the hand 
signal to move on? And what would you say to the stakeholders, 
because I have listened to many of them, I don’t have the answer, 
but I have listened to many of them about the effects of the pro- 
posed changes and what is burdensome, what isn’t, what would you 
say to them about innovation not being damaged as we move for- 
ward to protect the efficacy and the safety that I spoke to both as 
a member representing 700,000 people and as a patient, as an indi- 
vidual? 

Dr. Shuren. So phase-in for 9 years, we picked that number for 
a couple of reasons. One, we wanted to give labs time to better un- 
derstand what requirements were, we wanted to have a process to 
also classify 

Ms. Eshoo. But may I 

Dr. Shuren [continuing]. The tests 

Ms. Eshoo. I just want to interject something. If it is going to 
take 9 years to understand something, I don’t think that sends the 
right signal, honestly, because it — then it must be so enormously 
complex that it is going to take almost a decade for people to figure 
out, so it doesn’t seem like it is a source of comfort to me. Now, 
maybe it is the flipside. Maybe that is a comfortable zone for peo- 
ple, that they want to take it very, very, very slowly, but if your 
assumption is that it is going to take 9 years for people to under- 
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stand something, that, to me, suggests some kind of complexity 
that is deep and broad. 

Dr. Shuren. Yes, and if people are looking for faster, that is a 
conversation to have. It is a risk-based phase-in, so the highest risk 
ones we bring in first. There are a lot of tests out there that the 
risk classification hasn’t been determined yet, so we need time for 
the public process and expert panels to look at that when we get 
notification of tests, and then we want to fold this in with the re- 
sources we have so we are able to manage reviews in a way that 
doesn’t overtax the system that we have. So that is how we came 
up with the 9 years. 

Ms. Eshoo. Yes. 

Dr. Shuren. As to 0MB, what I can say is a higher authority 
weighed in and we are moving authority. It sounds like Hebrew 
National Hot Dogs. 

Ms. Eshoo. Higher — it does. I was going to say it sounds like an 
ad. Yes. 

Dr. Shuren. Yes. 

Ms. Eshoo. Yes. 

Dr. Shuren. And then in terms of, with innovation, one thing I 
will say is innovation isn’t just something new 

Ms. Eshoo. Yes. 

Dr. Shuren [continuing]. It is also valuable 

Ms. Eshoo. Yes. 

Dr. Shuren [continuing]. To patients. If you have an innovative 
test, doesn’t matter if it is new, it has to be safe and effective oth- 
erwise we are not doing service by patients, and then it isn’t real 
innovation. 

Ms. Eshoo. Yes. 

Dr. Shuren. Newness for the sake of newness isn’t good, and 
spending our health care dollars just because it is new but it may 
not work is a fool’s errand. 

Ms. Eshoo. Yes. 

Dr. Shuren. So how do we strike that balance on innovation 

Ms. Eshoo. Yes. 

Dr. Shuren [continuing]. And safety and effectiveness. That is 
the dialogue we are trying to have. We put something out, at least 
now people can react to it and have a much more structured con- 
versation. 

Ms. Eshoo. Thank you. Dr. Shuren. 

Thank you, Mr. Chairman. 

Mr. Pitts. The Chair thanks the gentlelady. 

That completes the round of questioning. We have one follow-up 
per side. Dr. Burgess, you are recognized 5 minutes for follow-up. 

Mr. Burgess. Mr. Chairman, I just really, really like to know the 
higher authority at 0MB, because you and I talked about this at 
the end of July when you called me and said, OK, I am exercising 
the 60-day requirement, and my question went to the economic im- 
pact and the questions such as Ms. Eshoo asked at 0MB. These are 
valid questions and, to the best of my knowledge, you have not an- 
swered those. You didn’t answer it in July, you haven’t answered 
it today, so what was the deal at 0MB with assessing the economic 
impact, or, in fact, are we proceeding on this where we really have 
no earthly idea as to the economic impact? 
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Dr. Shuren. Well, so two different things. I guess the question 
originally was the holdup at 0MB, the holdup wasn’t overdoing an 
economic analysis on this. They had 

Mr. Burgess. Is that not part of OMB’s job to look at the eco- 
nomic impact of changes made by the agencies 

Dr. Shuren. They 

Mr. Burgess [continuing]. Just as a general rule? 

Dr. Shuren. They do that in rulemaking for certain rules when 
they review those. 

Mr. Burgess. Is that why we avoided rulemaking in this in- 
stance? 

Dr. Shuren. No, because this is enforcement policy and we do 
that with guidance. We have done that historically with guidance. 
There is nothing different here, and, in fact, as I mentioned, we 
came out with guidance in — 7 years ago 

Mr. Burgess. OK, well 

Dr. Shuren [continuing]. In 2007. 

Mr. Burgess. But back to the question of the economic impact. 

Dr. Shuren. Yes. 

Mr. Burgess. Do we, as we sit here today, do we have any idea 
as to the economic impact of this guidance that you are proposing? 

Dr. Shuren. I do not have hard numbers to share with you. And 
in part, some of this if you want to look at it is when we have the 
lay of the land for those labs that would have to come in the door 
and be subject. Part of it too is what will the final framework be. 
This is starting a dialogue so we can have that discussion about 
what the final policy will look like. And then lastly, as I mentioned 
before, labs are supposed to validate their tests. They are supposed 
to do the studies. As people said, hey, it is expensive to do studies. 
They are supposed to do that. So if they have done it, the cost to 
them is, in certain cases they would be sending it to us so we can 
review that. 

Mr. Burgess. Thank you, Mr. Chairman. I will yield back. 

Mr. Pitts. The Chair thanks the gentleman. 

I now recognize the gentleman, Mr. Pallone, 5 minutes for follow- 
up. 

Mr. Pallone. Thank you, Mr. Chairman. 

The ACLA claims that once a manufacturer gets a test approved, 
it never improves it because of fear of needing new approval. And 
they give the example of an HIV Western Blot Kit not having sig- 
nificant improvement since first one was approved in the ’80s, and 
the first kit to be approved by FDA was 2 years after the first LDT 
test was used without FDA approval. And ACLA also gives the ex- 
ample of a lab making improvements to an FDA-approved test kit, 
and says that the approach under the guidance of requiring labs 
to seek FDA approval for such activities is unreasonable, and en- 
croachment on the practice of medicine and a disincentive that will 
limit patient access to cutting-edge diagnostics. 

So I just wanted to know how would you respond to that claim? 

Dr. Shuren. Well, so test developers do improve their tests, and 
I turn to the people representing that community to maybe address 
that on the next panel, but yes, they do come back and they do im- 
prove their tests. In the setting where there wasn’t a test available, 
one of the things we have in our framework is an LDT for an 
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unmet need where there is no approved or cleared test to allow 
then labs in certain circumstances to have that test, have it out 
there and not go through FDA review, but then when a company 
comes in and they make the test for the same intended use, now 
we have an FDA-approved test, we have seen the data, we know 
it is safe and effective, that is the time for the other lab to say I 
either want to bring in my test and share the data, or I will use 
the FDA-approved test. And then if they want to improve a test or 
they want to make a better test, then have the data to support it 
because we have seen where you make a claim it is better but is 
it really a better test, because you are telling doctors it is a better 
test, so use my test because it is better than the one the FDA ap- 
proved. Well, how do doctors know that? That is what we are here 
for, to try to make those assurances if you are truly making it bet- 
ter. And we have seen sometimes you claim a test is better, you 
add other markers on, but it turns out you haven’t shown those 
markers actually better inform the diagnosis. But you should do 
that. 

Mr. Pallone. All right, thanks. I think we need to achieve the 
right balance, but I appreciate it. 

Thank you, Mr. Chairman. 

Mr. Pitts. The Chair thanks the gentleman. 

That concludes the questions of the committee at this time. We 
will have follow-up questions for you that we will send. We ask you 
please respond promptly. And thank you for your patience and re- 
sponsiveness this morning. 

This concludes the first panel. We will take a 3-minute recess as 
the staff sets up the second panel. 

[Recess.] 

Mr. Pitts. The subcommittee will reconvene. We will ask every- 
one to please take their seats, and ask the witnesses to please take 
their seat at the table. Please take your seats. I would like unani- 
mous consent to submit the following for today’s hearing record: 
Comments of the Small Biotechnology Business Coalition; a state- 
ment from the Association for Molecular Pathology; a letter from 
Randy Scott, Chairman, CEO of InVitae Corporation in San Fran- 
cisco; and a letter from the American Association of Bioanalysts, 
the AAB, and the National Independent Laboratory Association, 
NILA, representing independent community and regional clinical 
laboratories. 

Without objection, so ordered. 

[The information appears at the conclusion of the hearing.] 

Mr. Pitts. On our second panel today we welcome each of you, 
and I will introduce the panel in the order of their presentations. 
First, Mr. Andrew Fish, Executive Director, AdvaMed Diagnostics; 
then Dr. Kathleen Behrens Wilsey, Co-Founder of Coalition for 
21st Century Medicine; Mr. Alan Mertz, President, American Clin- 
ical Laboratory Association; Dr. Christopher Newton-Cheh, Assist- 
ant Professor of Medicine, Harvard Medical School, and Cardiolo- 
gist, Massachusetts General Hospital, testifying on behalf of the 
American Heart Association; and finally. Dr. Charles Sawyers, Im- 
mediate-Past President, American Association for Cancer Research. 



45 


Thank you all for coming. Your written testimony will be made 
a part of the record. You will be each given 5 minutes to summa- 
rize your testimony. 

And, Mr. Fish, we will start with you. You are recognized for 5 
minutes. 

STATEMENTS OF ANDREW FISH, EXECUTIVE DIRECTOR, 
ADVAMED DIAGNOSTICS; KATHLEEN BEHRENS WILSEY, 
PH.D., CO-FOUNDER, COALITION FOR 21ST CENTURY MEDI- 
CINE; ALAN MERTZ, PRESIDENT, AMERICAN CLINICAL LAB- 
ORATORY ASSOCIATION; CHRISTOPHER NEWTON-CHEH, 
M.D., ASSISTANT PROFESSOR OF MEDICINE, HARVARD MED- 
ICAL SCHOOL, CARDIOLOGIST, MASSACHUSETTS GENERAL 
HOSPITAL; AND CHARLES SAWYERS, M.D., IMMEDIATE-PAST 
PRESIDENT, AMERICAN ASSOCIATION FOR CANCER RE- 
SEARCH 


STATEMENT OF ANDREW FISH 

Mr. Fish. Thank you. Chairman Pitts, Ranking member Pallone, 
and Members of the subcommittee, for the invitation to testify at 
today’s hearing. My name is Andrew Fish, and I am the Executive 
Director of AdvaMed Dx, the trade association representing the 
leading manufacturers of medical diagnostic tests. I have sub- 
mitted a longer statement for the record, and will summarize key 
points for you this morning. 

AdvaMed Dx member companies develop FDA-cleared diagnostic 
tests for use in a wide range of health care settings, not only in 
clinical laboratories, but also in numerous point-of-care environ- 
ments, including emergency rooms, doctors’ offices, clinics, and 
even in the home. 

Whether developing a rapid molecular test for flu or TB, an 
implantable blood glucose monitor that interfaces with a 
smartphone, advanced genetic tests designed to guide use of spe- 
cific cancer drugs, or the first FDA-approved platform for high- 
speed gene sequencing, diagnostic manufacturers are proud to wear 
the mantle of innovation in this critical area of health care. 

AdvaMed and AdvaMed Dx have been pleased to work closely 
with the Energy and Commerce Committee on many issues related 
to FDA regulation of medical devices and diagnostics, and appre- 
ciates the committee’s continued leadership. 

The questions before the committee today are whether and how 
laboratory-developed tests or LDTs should be regulated to assure 
their safety and effectiveness. Three essential points support our 
conclusion that FDA should regulate LDTs under a risk-based ap- 
proach. First, LDTs are diagnostic tests, and all diagnostics present 
the same patient risks, regardless of whether they are developed 
by a manufacturer or a laboratory. Second, the LDT market has 
changed dramatically in recent years to encompass even the most 
advanced, complex, and high-risk tests, and under our current 
oversight paradigm, LDTs are not reviewed for safety and effective- 
ness, when the same tests made by a manufacturer are subject to 
FDA clearance or approval. Third, existing statute and FDA regu- 
lation already encompass LDTs, and FIIA’s decision to enforce 
those regulations with respect to LDTs is an appropriate policy de- 
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cision by the only agency with the authority, expertise, and infra- 
structure necessary to assure the safety and effectiveness of 
diagnostics. 

We have spoken earlier in this hearing about CMS’s authorities 
over laboratories under CLIA. CMS itself as the agency that imple- 
ments CLIA has made it clear that CLIA does not duplicate FDA 
regulation. FDA regulation encompasses numerous elements that 
were never intended to be covered by CLIA, including premarket 
review and assurance of clinical validity. It makes no sense to cre- 
ate a new set of authorities at CMS when FDA has a well-devel- 
oped regulatory system and infrastructure that already encom- 
passes LDTs. 

For years, stakeholders have recognized the inadequacy of cur- 
rent oversight of LDTs, and have called for FDA to enforce existing 
regulations that apply to LDTs, just as they do to all other 
diagnostics. I submitted a document noting comments from a vari- 
ety of stakeholders supporting FDA action on LDTs, and ask that 
it be included in the record. 

The current diagnostics oversight paradigm results in a tremen- 
dous public health gap, and highly disparate treatment of tests 
that are the same from the perspective of patient risk and safety, 
simply on the basis of whether they are developed by a manufac- 
turer or a laboratory. This is bad public policy, provides an oppor- 
tunity to use tests in a clinical setting that have insufficient clin- 
ical data, and stifles investment in high-quality products that are 
assured safe and effective for patients. 

We see these challenges arise, for example, when, shortly fol- 
lowing an FDA approval of a pharmaceutical, along with its com- 
panion diagnostic, laboratories advertise that they can perform an 
LDT version of that diagnostic test. 

It is important to note that the threshold question of whether 
LDTs should be regulated by FDA turns first and foremost on pa- 
tient safety. From this perspective, we believe that FDA oversight 
of LDTs is necessary. While FDA regulation is not without chal- 
lenges for our industry, we have worked constructively with the 
Agency on various improvements to its regulation of diagnostics, 
and are pleased with significant progress, including increased use 
exemptions and a new triage program to speed reviews. We look 
forward to continuing to work with this committee on ways to help 
improve FDA oversight. 

The risk-based approach to LDT regulation that FDA has set 
forth addresses current gaps in LDT oversight by focusing Agency 
resources on tests that pose the highest risk to patients. At the 
same time, FDA appropriately recognizes the important role that 
LDTs can play in providing care to patients in the medical institu- 
tion setting, and explicitly preserves the ability of laboratories in 
those settings to continue innovating in the area of LDTs. 
AdvaMed Dx commends FDA for moving forward to address the pa- 
tient safety gaps that currently exist in LDT oversight, and sup- 
ports the key elements of the oversight framework that FDA re- 
cently announced. 

Again, thank you for the opportunity to speak to this important 
issue at today’s hearing. 

[The prepared statement of Mr. Fish follows:] 
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Written Testimony 

U.S. House Energy & Commerce Committee 
Subcommittee on Health 

Hearing: “21st Century Cures: Examining the Regulation of Laboratory Developed 

Tests" 

Septembers, 2014 

Thank you, Chairman Pitts, Ranking Member Pallone, and Members of the 
Subcommittee for the invitation to testify at today’s hearing. My name is Andrew Fish, 
and I am the executive director of AdvaMedDx, the trade association representing the 
leading manufacturers of medical diagnostic tests. AdvaMedDx operates as a division 
of AdvaMed, the medical device manufacturers trade association, under the leadership 
of a separate board of directors. 

AdvaMedDx appreciates the opportunity to submit testimony on the important topic of 
regulation of laboratory developed tests (LDTs). First, I wiil describe how current gaps 
In our regulatory system lead to different treatment of diagnostic tests, depending solely 
on whether the test is developed by a manufacturer or a laboratory and without regard 
to patient safety. Second, I will explain how rapid changes in the complexity, risk, and 
marketing of LDTs have created an imperative for new LDT oversight. Finally, I will 
summarize FDA’s recent proposed framework for LDT oversight and note support for 
FDA action from a wide variety of stakeholders, including AdvaMedDx and our member 
companies. 

Medical diagnostic tests, often referred to as in vitro diagnostic, are tests performed on 
specimens taken from the body, such as blood, urine, saliva, or tissue. These 
diagnostic tests are a cornerstone of the modern health care system, providing critical 



information at every stage of care: screening, diagnosis, prognosis, treatment guidance, 
and health monitoring. 

There are thousands of different diagnostics in use and billions of individual tests are 
performed in the United States each year, spanning many different technologies and 
providing essential information about a wide range of diseases and health conditions. 

Molecular diagnostics is one area of diagnostics in which rapid advances are being 
made and also is a major factor in FDA’s decision to enforce existing regulations for 
LDTs. Molecular diagnostic tests detect target proteins and specific genetic sequences 
(“biomarkers”) to help identify disease presence, type, progression, and recurrence risk. 
These diagnostic tests help clinicians tailor care to subpopulations and individuals — 
enabling targeted “personalized”, or "precision", medicine. An important component of 
personalized medicine is the emerging field of companion diagnostics, in which a 
molecular diagnostic test is used to identify whether a specific drug (for which the test is 
a companion) is right for an individual patient. 

The diagnostics developed and distributed by AdvaMedDx member companies - 
including advanced molecular diagnostics - are used in a variety of health care settings, 
including laboratories, hospitals, doctors’ offices, clinics, and the home. Diagnostics 
represent only about 2 percent of health care spending but influence at least 60-70 
percent of health care decisions. 

Summary Points 

• For years, stakeholders have recognized the inadequacy of current oversight of 
LDTs and called for FDA to enforce existing regulations that apply to LDTs just 
as they do to all other diagnostics. A document is attached (Attachment A) to 
this testimony that notes comments from a variety of stakeholders supporting 
FDA action on LDTs, 
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• Under existing statute, medical devices include diagnostic tests. Consequently, 
all diagnostics — regardless of who develops them — are subject to FDA regulation 
for assurance of safety and effectiveness. 

• In an exercise of enforcement discretion, however, FDA has long declined to 
enforce its diagnostics regulations with respect to LDTs because they historically 
were considered low risk. This means that FDA is not reviewing LDTs for safety 
and effectiveness and LDTs are not subject to numerous other aspects of FDA 
regulation designed to protect patients. 

• Over time, FDA's exercise of enforcement discretion for LDTs has become 
recognized by many stakeholders, as well as FDA, as a clear gap in diagnostics 
oversight. As diagnostics technologies and the laboratory business have 
evolved, even the most advanced tests - such as technically complex genetic 
tests that guide choices among cancer treatm.ents - are now developed and 
offered by laboratories as LDTs. 

• Laboratories are regulated by the Centers for Medicare and Medicaid Services 
(CMS) under CLIA - the Clinical Laboratory Improvement Amendments of 1988. 
As CMS itself has made clear, CLIA regulations are not a substitute for FDA 
oversight. Many critical features of FDA oversight are missing from CLIA. 
Furthermore, CMS does not have the expertise or resources to oversee LDTs in 
the same manner as FDA, 

• Unlike FDA oversight of diagnostics, CLIA: 

o Does not regulate the safety and effectiveness of diagnostic tests; 
o Does not require pre-market review of tests; 
o Does not require demonstration of clinical validity (whether the test is 
meaningful for clinical decision making); 
o Does not require systematic adverse event reporting; 
o Does not have a process for corrections or recalls. 

9^X 
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• A test is a test — and presents the same risk for patients regardless of whether it 
is developed by a manufacturer or a laboratory. Potential harms to patients 
whose tests return incorrect results include unnecessary treatments, with their 
accompanying costs and side effects, and treatment delay or failure to obtain 
appropriate treatment, all of which lead to worse outcomes for those patients. 

• Maintaining two very different oversight mechanisms for tests that are the same 
from the perspective of patient safety is bad public policy, provides an 
opportunity to use tests in clinical settings without sufficient clinical data, and 
stifles investment in high quality products that can stand up to FDA review. 

• The risk-based approach to LDT regulation that FDA has set forth addresses 
current gaps in LDT oversight by focusing agency resources on tests that pose 
the highest risk to patients. At the same time, FDA appropriately recognizes the 
important role that LDTs can play in providing care to patients in the medical 
institution setting and explicitly preserves the ability of laboratories in those 
settings to continue innovating in the area of LDTs. 

Diagnostics Regulation and Gaps in Oversight of LDTs 

LDTs Subject to FDA Oversight 

The 1976 Medical Device Amendments require FDA to review the safety and 
effectiveness of all medical devices, specifically including diagnostic tests as defined in 
section 210(h) of the Federal Food, Drug, and Cosmetic Act (FDCA). As a category of 
diagnostics, LDTs — which are tests developed solely by a laboratory for use only within 
that laboratory — are subject to the provisions of the FDCA and FDA regulation that 
require assurance of safety and effectiveness for diagnostics. 

To date, however, FDA has exercised enforcement discretion for LDTs, meaning that 
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FDA has not enforced applicable regulations with respect to these tests and has not 
been reviewing LDTs to assure safety and effectiveness, LDTs also have not been 
subject to numerous other aspects of FDA regulation that are designed to protect 
patients. 

How FDA Regulates Diagnostics 

The main elements in FDA’s review of diagnostics are analytical and clinical validity. 
Analytical validity refers to the accuracy of a test in detecting the specific characteristics 
that it was designed to detect - for example, the presence or absence of a particular 
gene or genetic change. This is often measured by sensitivity, specificity, detection, 
precision, and repeatability. Sensitivity refers to how often the test is positive when the 
target is present, and specificity refers to how often the test is negative when a target is 
not present. Clinical validity refers to how well the target being analyzed is related to 
the presence, absence or risk of a specific disease or disorder. This is often measured 
by sensitivity and specificity. Sensitivity refers to how often the test is positive when the 
disorder is present, and specificity is how often the test is negative when the disorder is 
not present. 

Assurance of both analytical and clinical validity is essential to patient safety. Under the 
current oversight paradigm, there is little or no transparency for doctors and patients 
regarding whether tests performed are FDA cleared or are unapproved LDTs, and to 
what extent there is adequate clinical validity data supporting the use of an LDT to make 
a clinical diagnosis, 

CMS Oversight of LDTs is Not a Substitute for FDA 

Laboratories are regulated by CMS under CLIA - the Clinical Laboratory Improvement 
Amendments of 1988. CMS itself has acknowledged the clear differences between 
CLIA oversight of laboratories and FDA oversight of diagnostic tests, noting FDA’s 
unique role, scope, and qualification to assure the safety and effectiveness of tests. 
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CLIA regulations focus on lab practices, including testing procedures, certification, and 
personnel. CLIA regulations do not regulate the safety and effectiveness of tests and 
are not a substitute for FDA oversight. Critical features of FDA oversight are not 
covered under the CLIA program, which regulates good lab practices and is required for 
all labs performing tests, including both FDA approved/cleared tests and LDTs. 
Furthermore, CMS does not have the expertise or resources to oversee LDTs in the 
same manner as FDA. 

Unlike FDA oversight of diagnostics, CLIA: 

• Does not regulate the safety and effectiveness of diagnostic tests; 

• Does not require pre-market review of tests; 

• Does not require demonstration of clinical validity (whether the test is meaningful 
for clinical decision making); 

• Does not require systematic adverse event reporting; 

• Does not have a process for corrections or recalls. 

Growing Use of More Complex and High-Risk LDTs without FDA Oversight 

FDA chose to exercise enforcement discretion for LDTs because historically they were 
typically lower risk tests with well-established test methods or used in low volume. Now, 
however, LDTs regularly developed and offered by laboratories encompass even the 
most complex and advanced molecular diagnostics - such as genetic tests that guide 
choices among cancer treatments or tests used in the diagnosis and treatment of 
common and serious or life threatening disorders. This is true not only of well- 
established laboratories, but also of new companies that establish themselves as 
laboratories in order to offer new tests without having to face scrutiny by FDA. 

The American Society for Clinical Pathology (ASCP), in 2010, summarized the 
challenges posed by the evolution of LDTs as follows. 
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“LDTs, initially used to diagnose rare diseases and conditions, were intended to be used 
within a single institution by physicians and pathologists actively engaged in their 
patients’ care. In recent years, LDTs have become increasingly more complex, and their 
use has expanded to assess high-risk, but relatively common diseases and conditions. 
However, as LDTs have begun to assume a more pivotal role in medical decision- 
making, they are more frequently being performed in geographically distant commercial 
laboratories instead of within the patient’s health care setting under the supervision of a 
pathologist and treating clinician. In some instances, LDTs are being marketed directly 
to the patients. ASCP is concerned that due to the increased application of LDTs for 
genetic testing and personalized medicine, the use of LDTs outside of the physician- 
patient context, and the development of LDTs by larger corporations, that some LDTs 
may not have been properly validated for their intended use, putting patients at risk for 
missed diagnosis, wrong diagnosis, and inappropriate treatment.”' 

The types of trends and concerns that ASCP characterized in 2010 have continued, 
especially with regard to genetic testing, and have likely accelerated due to an ever 
growing body of research suggesting biomarker-disease correlations and technology 
improvements and cost decreases in genetic testing. 

It also is observed that laboratories promote their LDTs to a national marketplace. 
Specifically in the area of companion diagnostics, we understand that shortly following 
FDA approvals of a pharmaceutical along with its companion diagnostic, laboratories 
often advertise that they can perform an LDT version of that diagnostic test. While the 
drug is labeled to indicate use of the diagnostic to assess whether the drug is 
appropriate for a particular patient, an LDT version of the diagnostic is not reviewed by 
FDA and may have different performance characteristics or even use different 
technology than the companion diagnostic approved by FDA. Marketing these LDTs as 
companion diagnostics without FDA assurance of safety and effectiveness does not 
serve the public health. 


1 Policy StutemenL, Regulation of Laboratory Developed Tests (Policy Number 10-02), American Society for 
Clinical Pathology, 2010. 



Specific numbers on the development and use of LDTs are difficult to obtain because 
there is no required reporting of this information. Patient billing records also do not yield 
this information because there is no vi/idespread billing mechanism for identifying 
whether the test used was FDA-cleared or an unapproved LDT, (There are initiatives 
using test-specific identifiers that ultimately may bring more transparency to LDT usage 
through payment records, but these are only in early stages.) 

As of September 5, 2014, the voluntary Genetic Test Registry maintained by the 
National Center for Biotechnology information listed 8,245 clinical tests in the U.S. 
(meaning the tests are being used for diagnostic purposes, as opposed to solely for 
research). While reporting FDA status for those tests is voluntary, just 15 of those tests 
report FDA approved/cleared status. Of the remainder, 1 ,072 tests report that they are 
used pursuant to FDA enforcement discretion, and there is no information regarding 
FDA status for the remaining 7,158. Of those tests not reporting FDA status, however, 
they are unlikely to be FDA approved/cleared. ^ Analysis of the GTR shows that the 
number of tests in the database has grown sharply in recent years. 

FDA Must Enforce Diagnostics Regulation for LDTs 

A test is a test - and presents the same risk for patients regardless of who makes it. 
Potential harms to patients and public health from tests that return incorrect results 
include unnecessary treatments with accompanying costs and side effects, treatment 
delay or failure to obtain appropriate treatment, unnecessary surgery, overuse of 
antibiotics, and overall worse outcomes than patients who received correct results. 

Without further action by FDA, the current regulatory system leaves critical gaps with 
respect to patient safety and public health regarding the use of LDTs. A number of 
examples have been noted by FDA and other commentators, including the Institute of 


2 Information reported from the National Center for Biotechnology Information based on tests listed in the 
Genetic Test Registry fhttp://www.ncbi n{m nih.qov/qtr) . 



Medicine and the Centers for Disease Prevention and Control, in which insufficient 
clinical validation led to either harm or unacceptable risk of harm that could have been 
precluded by FDA review. 

Just as important, the lack of comprehensive registration and listing of LDTs and 
mandatory adverse event reporting means that FDA, doctors, and patients alike have 
insufficient information to understand either the range of LDTs that are being used — 
and, in many cases, marketed to doctors and patients — without FDA review, or the 
extent to which LDTs are being used without appropriate clinical validation and 
consequently failing to perform as expected or advertised. 

Merits of FDA’s Proposed LDT Oversight Framework 

The Food and Drug Administration (FDA) has announced that it will modernize its 
regulation of diagnostic tests by requiring premarket review for moderate and high risk 
laboratory developed tests (LDTs). 

While AdvaMedDx expects to provide more detailed comments on FDA's anticipated 
draft guidance on LDT regulation, we commend FDA's commitment to the thoughtful 
development of a risk-based LDTs oversight framework. We note key elements of the 
framework, including (1) a risk-based approach, phased in over a multi-year time frame; 
(2) notification by laboratories to ensure a transparency and comprehensive public 
registration of LDTs in clinical use; (3) requirements for adverse event reporting; and (4) 
continued use of enforcement discretion for certain types of LDTs to minimize disruption 
to the laboratory industry and ensure continued innovation. The approach also works 
to support continuity in tests, particularly in rare disease and healthcare institution 
laboratories testing, consistent with risk based approach. 
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Risk-Based Approach 

AdvaMedDx has long called for FDA to modernize its regulation by ensuring risk-based 
regulation of all diagnostics. In its proposed framework, FDA has indicated that it will 
take a risk-based, phased-in approach that focuses the agency’s resources on tests that 
pose the highest risk to patients. FDA plans to phase in this oversight over a minimum 
of nine years following finalization of the LDTs guidance that is anticipated in draft form 
soon. 

AdvaMedDx principles on a flexible, risk-based approach to regulation of diagnostics 
recommend that, consistent with global risk assessment, risk criteria (apart from risk 
mitigations) include: 

• Clinical use of a test (risk associated with how the test is used in the treatment of 
patients) — e.g., seriousness or prevalence of the condition, prevalence of 
condition, reversibility of intervention, or standalone use (not supplementary to 
other clinical information): 

• Novelty of analyte (the substance that is undergoing analysis or is being 
measured); 

• Novelty of technology: 

• Experience or training of the person performing the test: and 

• Factors that reduce or mitigate risk — e.g., scientific information, literature, 
general and/or special controls. 

Higher risk tests generally comprise tests where a false result could lead to incorrect 
and harmful clinical management, an unnecessary invasive procedure, or failure to 
follow up a serious condition. Examples include most companion diagnostics, tests for 
cancer diagnosis, tests that directly or very strongly influence management of serious 
disease, and tests for serious or fatal communicable diseases. The underlying factor for 
determining higher risk tests is the nature of the claims made for them (i.e., intended 
use). 
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These tests are distinguished from tests where there are multiple findings used to direct 
clinical management and where each finding has a specific weight in disease 
management. They are also distinguished from most tests used to monitor already- 
detected and -diagnosed disease and genetic tests where the phenotype is already 
known and is now being confirmed genetically. These tests are also distinct from low 
risk, well established tests such as cholesterol, iron, and nicotine as well as urine and 
blood collection kits. 

Notification 

As a critical step to ensure transparency for FDA and the public on the availability and 
use of LDTs, all LDT developers must either provide a simple notification of their tests to 
FDA or comply with facility listing and registration requirements. Facility listing and 
registration will be mandatory for LDT developers who do not opt to notify FDA. LDT 
developers also must comply with facility listing and registration requirements once they 
provide a premarket submission to FDA for review of an LDT. 

Adverse Event Reporting 

FDA’s LDTs framework would require all LDT developers to comply with medical device 
adverse event reporting requirements. Adverse event reporting represents a critical 
component of FDA’s information-gathering process after it has approved or cleared a 
medical device for marketing. Adverse event reporting enables corrective action on 
problem devices and to prevent injury and death by alerting the public when potentially 
hazardous devices are discovered. Analyzing adverse event reporting also enables 
detection of unanticipated events and user errors, monitoring and classifying of recalls, 
updating medical device labels, and developing educational outreach. Using adverse 
event report data, FDA can detect problems previously unknown as well as problems 
with similar devices or device categories. 
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Manufacturers are required to report to the FDA, within 30 days, when they learn that 
any of their devices may have caused or contributed to a death or serious 
injury. Manufacturers must also report to the FDA when they become aware that their 
device has malfunctioned and would be likely to cause or contribute to a death or 
serious injury if the malfunction were to recur. 

Continued Enforcement Discretion 

Several categories of LDTs will be exempt from pre-market review, including low risk 
tests, rare disease testing, traditional LDTs, and unmet needs LDTs. These definitions 
and scope of categories are explicitly outlined by FDA. AdvaMedDx supports FDA’s 
intent in continuing to exercise enforcement discretion in specific circumstances in 
which LDTs play a meaningful and needed role in patient care and risks to patients are 
minimized or appropriately balanced against patient needs even in the absence of FDA 
pre-market review. 

Stakeholder Support 

For years, stakeholders have recognized the inadequacy of current oversight of LDTs 
and called for FDA to enforce existing regulations that apply equally to LDTs as they do 
to all diagnostics. In 2008, the Secretary's Advisory Committee on Genetics, Health, 
and Society, in its report entitled "U.S. System of Oversight of Genetic Testing," 
recommended that "FDA should address all laboratory tests in a manner that takes 
advantage of its current experience in evaluating laboratory tests," 

Writing to the White House in 2012, 24 patient advocacy organizations called for FDA to 
publish draft guidance on LDT regulation. As one letter from numerous organizations 
stated, “The promise that advanced diagnostics hold for patients is tremendous, but, at 
the same time, the increasingly pivotal role of these diagnostics in patient care makes it 
imperative that their safety and effectiveness is assured by the FDA prior to use." 
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A document is attached to this testimony that notes comments from a variety of 
stakeholders that support FDA action on LDTs. 

Conclusion 

The current diagnostics oversight paradigm results in a tremendous public health gap 
and highly disparate treatment of tests that are the same from the perspective of patient 
risk and safety, simply on the basis of vi/hether they are developed by a manufacturer or 
a laboratory. This is bad public policy, provides an opportunity to use tests in clinical 
settings that have insufficient clinical data, and stifles investment in high quality 
products that are assured safe and effective for patients. 

AdvaMedDx commends FDA for moving forward to address the patient safety gaps that 
currently exist in LDT oversight and supports the key elements of the oversight 
framework that FDA recently announced. We appreciate the opportunity to submit this 
testimony at today’s hearing and look forward to commenting in detail on FDA's draft 
LDT guidance after it is published. 
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American Cancer Society Cancer Action Network says... 

"Molecular tests, in particular, have become an increasingly integral part of critical treatment 
decisions about whether or not a particular patient would benefit from a course of therapy. As 
patients and doctors become more reliant on diagnostic tests to provide this Information, it is 
critical that they are valid and accurate. However, many tests come to market without independent 
verification of their clinical validity by a government or independent agency. Testing kits should 
be cleared or approved by the FDA prior to marketing; however, the vast majority of laboratory- 
developed tests (LDTs) are marketed without such reviews. When the FDA began reguiating 
medical devices, LDTs were relatively simple, low-risk tests. Now, LDTs encompass even the most 
advanced molecular diagnostics, such as higher risk tests that are essential for safe and effective 
use of cancer therapeutics or are critical determinants in the treatment of serious, life threatening 
diseases. With diagnostic testing and targeted therapies on the rise, the stakes are now much 
higher for cancer patients. LDTs are becoming more numerous, more complex, and have the 
potential to have a significant impact on health care decisions, and the FDA should provide 
oversight of LDTs that could pose risk to patients If not fully understood. This should allow the 
medical community to take full advantage of these new tests.” 

Letter to U.S. House of Representatives Energy and Commerce Committee, 
Comments on 21st Century Cures Initiative 
June 13. 2014 


Cancer Leadership Councii says,., 

“Over the years the number, complexity, and impact on health care decisions of LDTs have 
increased, and the differences between FDA-reviewed tests and LDTs have become less clear. In 
addition, cancer patients have in recent years suffered harm from LDTs that did not provide the 
accurate and meaningful information that was promised... llie draft guidance on [FDA standards 
for evaluation of LDTs] should be published for public comment and advice without further delay.” 

Letter to the Obama Administration 
November 21, 2012 
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Patient Advocates say... 

‘The widespread development and use of a new generation of advanced molecular diagnostics by 
clinical laboratories without FDA oversight has exposed a significant gap in the regulatory system. 

We believe the time has come for the Administration to address this regulatory gap and resolve the 
uncertainty hanging over this critical area of medicine by affirming FDA’s oversight of diagnostics.” 

Letter to the Obama Administration 
November 14, 2012 


American Heart Association says... 

“Because of the moderate-to-high complexity of many newer tests and their interpretation, testing 
requires the regulatory oversight by an authority capable of fully evaluating both the analytic 
validity and, especially, the clinical validity. As observed by the American Heart Association, the 
FDA is ideally suited to perform this function, because it has the clear statutory authority, scientific 
expertise, and experience in regulating genetic tests. It would be essential that the agency 
be appropriately resourced to ensure efficient test review and continued access to tests with 
established clinical validity.” 

Genetics and Cardiovascular Disease. A Policy Statement From the American Heart Association 

July 3. 2012 


Ovarian Cancer National Alliance says... 

“The difference between a CLIA regulated test and an FDA regulated test is akin to restaurant 
reviews — CLIA is like a health inspection telling you that the restaurant is clean where FDA is like 
Zagat telling you the food is good.” 

“A lower risk test, such as one for predicting baldness, might be regulated by FDA, but a high 
risk LDT, such as an ovarian cancer diagnostic test, might not be. Clearly, the likely medical 
interventions doctors would make, and the impact on patients would be very different for these 
two tests." 

The TealJournal: "Laboratory Developed Tests: What Goes Wrong" 

September 2010 


National Health Council says... 

“The National Health Council (NHC) supports the FDA’s decision to reconsider its policy of 
enforcement discretion over LDTs. Diagnostic tests play a critical role in informing treatment 
planning for people with chronic disease. The NHC seeks to ensure that all diagnostic tests, 
including LDTs, undergo an appropriate level of scientific and regulatory oversight.” 

August 15, 2010+ 
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National Coalition for Cancer Survivorship says... 

“The National Coalition for Cancer Survivorship (NCCS) strongly supports the recent initia-’tive by 
the Food and Drug Administration (FDA) to assert regulatory authority over labora-itory-developed 
tests (LDTs). Our interest in this issue stems from concerns about the lack of reliable oversight of 
LDTs, which are increasingly important in identifying genetic or other anomalies that are the targets 
of new pharmaceutical or immunological interventions.” 

August 11, 2010+ 


Director of NIH and FDA Commissioner say... 

“[P]utting in place an appropriate risk-based regulatory framework is now critical to ensure the 
validation and quality of tests {called laboratory-developed tests, or LDTs) developed in-house by 
clinical laboratories.” 

New England Journal of Medicine Perepective First FDA Authorization for Next-Generation Sequencer 
by National Institutes of Health Director Francis Collins, MD, PhD, 
and Food and Drug Administration Commissioner Margaret Hamburg, MD 

December 19, 2013 


Food and Drug Administration says... 

“The increasing reliance on diagnostic tests in clinical decision making, combined with the dramatic 
shift in the number and complexity of LDTs being offered, are posing increasing risks to patients, 

FDA has been made aware of a number of examples where clinical decisions made on the 
basis of faulty tests resulted in harm to patients. As a result, FDA has been developing a risk- 
based framework for regulator y oversight of LDTs that would assure that tests, regardless of the 
manufacturer, have the proper levels of control to provide a reasonable assurance of safety and 
effectiveness, while also fostering innovation and progress in personalized medicine.” 

FDA Report; Paving the Way for Personalized Medicine FDA 

October 2013 


American Association of Clinical Chemistry says... 

“AACC supports the FDA’s idea of employing a risk-based classification approach for determining 
the level of oversight for LDTs.” 

“Once risk stratification occurs, AACC recommends that high risk LDTs be subject to FDA 
oversight.” 

July 19, 2010f 
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Centers for Medicare and Medicaid Services says... 

"CLIA and its implementing regulations do not affect FDA’s authority under the FDCA to regulate 
LDTs or other devices used by laboratories.” 

“CMS' CLIA program does not address the clinical validity of any test — that is, the accuracy with 
which the test identifies, measures, or predicts the presence or absence of a cllnica! condition or 
predisposition in a patient. On the other hand, FDA evaluates the clinical validity of a test under its 
premarket clearance and approval processes and as a result, has expertise in this area. In other 
words, the FDCA encompasses clinical validity whereas CLIA does not,” 

CMS CLIA Overview and LOT Frequently Asked Questions 
October 22, 2013 


Members of Congress say... 

“We have reached a critical point in the development of advanced diagnostics at which it has 
become essential that FDA move this guidance forward to ensure appropriate and efficient 
oversight of safe and effective diagnostics.” 

“The field of diagnostics has changed fundamentally and rapidly in recent years. A new generation 
of advanced molecular diagnostics — widely developed as LDTs is increasingly determinative 
of critical treatment decisions for patients with life-threatening conditions. These advanced 
diagnostics, the cornerstone of personalized medicine, provide unprecedented insights into the 
presence and course of diseases and other health conditions." 

Joint Letter fro.'T' Members of Congress to the Office of Management and Budget 

August 9, 2013 


FDA Commissioner says... 

"LOT’S have become more sophisticated and complex. Results from these tests are rapidly 
becoming a staple of medical decision-making, particularly for cancer. But relying on advanced 
diagnostics to make critical, life-altering treatment decisions exposes patients to obvious risks if 
these tests do not perform as expected. False results put patients at risk of a missed diagnosis or 
a wrong diagnosis that could result in either inappropriate treat or no treatment at ail. The Agency 
is working to make sure that the accuracy and clinical validity of high-risk tests are established 
before they come to market.” 

FDA Commissioner Margaret A. Hamburg, M.D. 

Address at the American Society of Ciinicai Oncology Annual Meeting, Chicago 

June 2, 2013 
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The New York Times says... 

“If a diagnostic test is made by a traditional device manufacturer, the Food and Drug Administration 
reviews its safety and effectiveness before approving it for marketing. However, if a test is 
developed by a clinical laboratory for use at its own facilities, it can be sold without a premarket 
review.” 

"That bifurcated approach made sense in years past when a medical center might develop a 
diagnostic test for its own doctors and patients. But the landscape has changed with the advent 
of more sophisticated tests and the rapid expansion of commercial laboratory companies. Experts 
are unsure about how well these so-called laboratory-developed tests, or L.D.T.’s, perform in 
identifying diseases.” 

“Regulations are long overdue; the draft guidelines should be quickly released for public comment.” 

New York Times Editorial: The Gap in Medical Testing 
July?, 2013 


National Human Genome Research Institute says... 

"As the science of genomics advances, genetic testing is becoming more commonplace in the 
clinic. Yet most genetic tests are not regulated, meaning that they go to market without any 
independent analysis to verify the claims of the seller. The Food and Drug Administration (FDA) 
has the authority to regulate genetic tests, but it has to date only regulated the relatively small 
number of genetic tests sold to laboratories as kits. Whereas the Centers for Medicare and 
Medicaid Services (CMS) does regulate clinical laboratories, it does not examine whether the tests 
performed are clinically meaningful. Since the 1990s, expert panels and members of Congress 
have expressed concern about this regulatory gap and the need for FDA to address it.” 

National Human Genome Research Institute 


United Healthcare says... 

“Patients and their physicians need to be able to be confident that diagnostic tests are accurate 
and are both analytically and clinically valid. The current regulatory infrastructure for genetic tests 
and molecular diagnostics — which is primarily housed at the FDA and CMS — has important 
gaps. Current approaches focus on the quality of the testing process at laboratories, rather than 
evaluating the attributes of an individual test, leaving questions about test quality. Approaches 
also focus on the safety and efficacy of a subset of tests developed by manufacturers: however, 
there is minimal oversight of tests developed by laboratories (LDTs), leading to questions of the 
clinical validity of some tests. Furthermore, there are over 1 ,000 genetic disorders where tests are 
developed in labs and are not subject to FDA safety and effectiveness review." 

“Personalized Medicine; Trends and Prospects for the 
New Science of Genetic Testing and Molecular Diagnostics," March 2012 
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College of American Pathologists says... 

"CAP believes that the FDA should implement a risk-based framework that leverages the resources 
of other exert bodies and enables FDA to focus on clinical claims made for high-risk LDTs.” 

August 15. 2010+ 


The Institute of Medicine’s Evolution of Translational Omics Report says... 

“Lack of FDA oversight places an often unrecognized demand on academic institutions to provide 
proper oversight for omics-based test development, validation, and clinical use.” 

Evolution of Translational Omics — Report Brief 


Director of FDA’s Center for Devices and Radiological Health Director says... 

“FDA has observed the following problems with some LDTs in recent years: 

• Faulty data analysis 

• Exaggerated clinical claims 

• Fraudulent data 

• Lack of traceabiiity/change control 

• Poor clinical study design 

• Unacceptable clinical performance” 

Jeffrey Shuren, M.D.. Director, Center for Devices and Radiological Health, Food and Drug Administration 
Testimony to the House Energy and Commerce Committee Subcommittee on Oversight 
and Investigation Direct-to*Consumer Genetic Testing and the Consequences to the Public 

July 22, 2010 


The Secretary’s Advisory Committee on Genetics, Heafth, and Society Report on U.S. 
System of Oversight of Genetic Testing says... 

“The Food and Drug Administration (FDA) should address all laboratory tests, regardless of how 
they are produced (i.e., as a commercial test kit or laboratory-developed test).” 

“The Committee is concerned by the gap in oversight related to clinical validity and believes that it 
is imperative to close this gap as expeditiously as possible.” 

■‘U.S. System of Oversight of Genetic Testing,” April 2008 


+2010 references are to comments made in connection with the U.S. Food and Drug Administration's 
July 19-20. 2010 public meeting, and the associated docket for public comments, 
regarding Oversight of Lab<M'atory Developed Tests. Docket Number FDA-201 0-N-0274. 


701 Pennsylvania Avenue, NW { Suite 800 | Washington, DC 20004 T 202.783.8700 AdvaMedDx.or 9 j 




66 


Mr. Pitts. The Chair thanks the gentleman. 

I now recognize Dr. Behrens Wilsey 5 minutes for an opening 
statement. 

STATEMENT OF KATHLEEN BEHRENS WILSEY, Ph.D. 

Ms. Behrens Wilsey. Good morning, Chairman Pitts, Ranking 
Member Pallone, and Members of the subcommittee. I am Dr. 
Kathy Behrens Wilsey, Co-Founder of the Coalition for 21st Cen- 
tury Medicine. On behalf of the Coalition, thank you for convening 
today’s important hearing to address this critical issue in health 
care innovation, and for inviting the Coalition to testify. 

Today, we live in a world in which a woman with breast cancer 
can confidently and reliably reject toxic and potentially life-threat- 
ening chemotherapy because testing has confirmed she will not 
benefit from such treatment. Without such testing, she would only 
experience harmful side-effects from a treatment protocol that has 
been, until very recently, both standard and routine care. With di- 
agnostic test information, she has more certainty that conventional 
treatment would neither improve the quality of, nor prolong her 
life. This woman benefits from significant progress in new ad- 
vanced diagnostics. Most importantly, this progress has substan- 
tially improved patient outcomes without diminishing safety, 
though occurring in the midst of formidable regulatory uncertainty. 

I am here today because, despite some well-known examples like 
the women who now have far greater certainty about their treat- 
ment pathway, investment in advanced diagnostics suffers from 
great uncertainty; uncertainty about evidence development and re- 
imbursement. The overall return is lower for diagnostics than for 
pharmaceuticals, so while the challenges may appear to be the 
same, this lower return has resulted in attracting fewer investors 
and less capital. 

Investment in and development of advanced diagnostics has de- 
clined in recent years as a direct result of 8 years of regulatory un- 
certainty. The lack of a clear path for innovation in vitro 
diagnostics under the current FDA regulations has been evident as 
FDA proposes and withdraws different proposals, each time rolling 
back its historic flexible regulatory approach. Prolonging the cur- 
rent regulatory limbo, or worse, implementing an incomplete or 
overly burdensome regulatory framework, will accelerate the shift 
to venture capital investment out of advanced diagnostics and into 
more predictable endeavors. 

And so we find ourselves at a crossroads. The overwhelming suc- 
cess of the human genome project and its medical and scientific ad- 
vances are closer than ever to accelerating what this committee 
calls 21st Century Cures: early, rapid and comprehensive diag- 
nosis, followed by individualized targeted treatments against seri- 
ous and life-threatening diseases, and yet the proposed regulation 
of laboratory-developed tests control progress and fight against can- 
cer, cardiovascular disease, deadly infectious diseases, and count- 
less rare diseases and disorders that can be more effectively and 
efficiently combated through advanced diagnostics. 

The framework put forth by the FDA is no doubt an improve- 
ment over the initial draft guidance published in 2006. Yet, in the 
interest of extending our impressive progress in the development of 



67 


new advanced diagnostics to help patients, and at the same time 
avoiding additional barriers to innovation, the Coalition rec- 
ommends the FDA provide detailed substantive guidance on many 
outstanding issues before its proposed framework is finalized — a 
framework that starts a clock for compliance among affected lab- 
oratories. Specifically, the FDA must, among other things, identify 
the device within the LDT service, harmonize FDA and CLIA qual- 
ity systems regulations, which have different and, in certain areas, 
incompatible purposes, provide clear guidance on requirements for 
obtaining labeling that is useful for clinicians and patients, and ac- 
commodate medical communications between laboratories and 
treating physicians under an FDA regulatory framework that im- 
poses substantial limitations on proactive communications by med- 
ical product manufacturers. We also need a flexible regulatory sys- 
tem which enables the rapid translation of scientific and clinical 
evidence that so powerfully enables timely access to the newest 
generation of tests. Additionally, clear and meaningful labeling is 
critical for physicians and patients, otherwise public and private 
payers resist providing coverage and patients do not get tested. It 
literally takes years for payers to approve coverage and payment 
for advanced diagnostics, and they are not likely to pay if the FDA- 
approved label suggests that the test cannot be used in a clinically 
meaningful way. Given the FDA’s recent framework, we caution 
the subcommittee about the potential number of tests that might 
be subject to premarket review. 

Finally, we have concerns that the FDA underestimates the chal- 
lenges associated with translating regulatory processes developed 
to oversee diagnostic products that are designed for both broad dis- 
tribution and use, in contrast to services performed by individual 
labs. Most venture capitalists appreciate that there are significant 
differences between the two that could substantially risk the suc- 
cessful implementation of the FDA’s plans. 

We applaud the subcommittee for exercising its oversight func- 
tion by holding this hearing, and encourage Congress to continue 
to work with the FDA throughout the public comment process. We 
also encourage the subcommittee to consider legislation where nec- 
essary, to fill gaps in the regulatory framework, and address poten- 
tial inconsistencies and duplication across regulatory authorities to 
ensure that the balance between advancing the public health and 
facilitated American innovation is maintained. 

Thank you. 

[The prepared statement of Ms. Behrens Wilsey follows:] 
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STATEMENT SUMMARY 

Presenled by Dr. Kathy Behrens Wikey, co-founder of the Coalition for 2Jst Century Medicine and a life 

science venture capitalist, investor, board member and executive. Dr. Wikey served on the President's 

Council of Advisors on Science and Technology (PCAST) as chairwoman of its Subcommittee on 

Personalized Medicine. A former director of the National Research Council 's Board on Science. 

Technology and Economic Policy, Dr. Wikey is a past director, president, and chairwoman of the 

National Venture Capital Association. 

• The United States is at crossroads in the ongoing revolution of personalized medicine, and could 
fulfill the promise of "21st Centurv’ Cures” — early, rapid and comprehensive diagnosis, and 
individualized, targeted treatments against serious and life-threatening diseases — only if regulators 
and public and private insurers align toward the objective. 

• The proposed regulation of laboratory developed tests, or LDTs, could cither facilitate or choke off 
the current development of similar progress against various cancers, cardiovascular disease, deadly 
infectious diseases, and countless rare diseases and disorders. 

• The Coalition is deeply concerned about how the uncertain regulatory environment has discouraged 
investment funding in, and development of advanced diagnostics. The lack of a clear path for 
innovative in vitro diagnostics under the current FDA regulations has been evident as FDA proposes 
and withdraws different proposals to roll back its historic, ne.viblc approach to these innovative tests. 
We believe that prolonging the current regulatory limbo or. worse, implementing an incomplete or 
overly burdensome regulatory framework would result in tiie accelerating loss of investment in 
American companies and the movement of our innovative discoveries offshore. 

• Continued innovation is only possible if the FDA provides clear and reasonable standards that permit 
physicians and patients to rely upon advanced diagnostics to better guide treatment, and does so 
before the deadlines and threatened risks of enforcement action under its proposed "framework” 
guidance take effect, 

• FDA must provide detailed substantive guidance on many outstanding issues before its proposed 
"framework” is finalized, which starts a clock for compliance among affected laboratories: ( I ) 
identifying the "device” within the LDT service: (2) harmonizing FDA and CLIA quality systems 
regulations; which Iiave different purposes: (3) providing clear guidance on requirements for 
obtaining labeling that is lusefiil for clinicians and patients; and (4) accommodating medical 
communications between providers — laboratories and treating physicians — under an FDA regulatory 
framework that imposes substantial limitations on pro-aclive communications by medical product 
manufacturers. 

• The framework put forth by the FDA is no doubt an improvement over the initial draft guidance 
published in 2006, but it still leaves far too many critical quc.stions unanswered, and hoping that the 
agency appropriately resolves those questions in a final guidance presents too great a risk of stifling 
innovation at a crucial moment in the historic evolution ofadvanced diagnostics. 

• We also encourage the Subcommittee to consider legislation, w here necessary, to fill gaps in the 
regulatory framework and addre.ss potential inconsistences and duplication across regulating 
authorities to ensure that the balance between advancing the public health and facilitating American 
innovation is maintained. 
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Good morning. Chairman Pitts, Ranking Member Pallonc, and Members of the Subcommittee. I 
am Dr. Kathy Behrens Wilsey, co-founder of the Coalition for 21st Century Medicine. On 
behalf of the Coalition, thank you for convening today's hearing to address this critical issue in 
health care innovation. 

The Coalition for 21st Century Medicine represents world renowned diagnostic technology 
companies, clinical laboratories, researchers, venture capitalists, and patient advocacy groups 
who are working to develop and promote high quality, innovative diagnostic tests. Founded in 
2006, the Coalition has a successful history of working w ith lawmakers and policymakers to 
identify meaningful ways to balance regulation and innovation, and to ensure that regulatory 
policy promotes rapid access to new diagnostic information. 

Development of and access to innovative molecular diagnostics is essential to enabling 
individualized treatment, and has the potential to revolutionize our health care system. However, 
the potential for advanced diagnostics to help patients has yet to be fully realized due in large 
part to the widespread perception by many companies and investors that the costs, risks, and 
barriers associated with diagnostic development outweigh the anticipated returns. This 
perception has been fueled by a variety of tailed attempts to apply a regulatory framework that 
was not designed, nor is well suited for rapidly advancing /;? viiro diagnostics. 

Advances in technology and genomic information are rapidly changing the commercial 
diagnostic landscape and opening up new opportunities for advanced diagnostic tests. There is 
perhaps no field in which government policies will play a greater role than in diagnostic 
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innovation, and have the potential either to slow such innovation or to help lower diagnostic 
development risks/barriers. 

Today’s hearing is exceptionally well-timed. It is no exaggeration to say that our country is at a 
cross-roads in the ongoing revolution of personalized medicine. Because of the success of the 
Human Genome Project (HGP) and related technologies, we are closer than ever to fulfilling the 
promise of what this Subcommittee calls “2 1st Century Cures"— early, rapid and comprehensive 
diagnosis, followed by individualized, targeted treatments against the most serious and life- 
threatening diseases. We have the tests and technology to guide treatments to the right patients 
at the right time. We can make extraordinary advances in medical treatment, but only if 
government programs align toward this future. 

For the past thirty years, I have been a venture capitalist, investor, board member and executive 
focused on the life sciences industry. 1 served on the President's Council of Advisors on Science 
and Technology (PCAST) from 2001 to early 2009, and was chairwoman of PCAST's 
Subcommittee on Personalized Medicine. I am a former director of the National Research 
Council’s Board on Science, Technology and Economic Policy, and 1 was the director, president, 
and chair of the National Venture Capital Association. 

In these and other roles, I have observed first-hand how' investment in personalized medicine has 
produced tests that help inform medical decision making to provide more effective, safer, and 
more efficient care. However, 1 also have observed how antiquated government programs 
designed for a different era - whether they be regulatory oversight or payment - have not been 
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aligned to promote that progress and in many cases, impede such progress. It is with this in mind 
that 1 believe that the proposed regulation of laboratory developed tests, or LDTs, that is set forth 
in the FDA’s Anticipated Details of the Draft Guidance for Industry, Food and Drug 
Administration Staff, and Clinical Laboratories “Framework for Regulatory Oversight of 
Laboratory Developed Tests (LDT)” (the “Draft Guidance") could either facilitate or choke-off 
the development of diagnostic tests for various types of cancer. cardiova.scular disease, deadly 
infectious diseases, and countless rare diseases and disorders. 

We have a keen interest in the e.xtent to which the Food and Drug Administration (FDA) intends 
to regulate LDTs as medical devices. Since its inception, the Coalition has been working with 
FDA on developing a reasonable regulatory framework that would apply to all diagnostic 
testing — both in vitro diagnostic test kits as well as l.DTs — and we remain committed to that 
effort. We acknowledge and appreciate the time the FDA has taken to meet and to engage with 
us over the years, and particularly since releasing this latest guidance, aiming to develop an 
appropriate regulatory model for advanced diagnostic tests that protects public health and 
promotes innovation. 

Appropriate regulation oUn vitro diagnostic testing is es.sciitial to assuring reliability and 
accuracy, and fostering public confidence. At the same time, continued innovation is only 
possible if the FDA provides clear and reasonable standards for test developers that permit 
physicians and patients to rely upon advanced diagnoslic.s to better guide treatment, and only if 
the Agency implements such standards before the deadlines and threatened risks of enforcement 
action under its proposed •ftamework' guidance take elTcci. The Coalition is deeply concerned 
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that investment in, and development of, advanced diagnostics have already declined as a result of 
the current, sustained period ofregulatory uncertainty. The lack of a clear path for innovative in 
vitro diagnostics under the current FDA regulations has been evident as FDA proposes and 
withdraws different proposals to roll back its historic, fle.xible approach to these innovative tests. 
We believe that prolonging the current regulatory limbo or implementing an incomplete or 
overly burdensome regulatory framework would result in the accelerating loss of investment in 
American companies and the movernent of our innovative discoveries offshore. 

Eight years ago, I helped found this Coalition when the I DA proposed troubling draft guidance 
to newly regulate a group of novel LDTs under a previously unknow'n term “in vitro diagnostic 
multivariate index assay” (IVDMIA) tests. For years, the Agency had recognized that “the use 
of in-house-deveioped tests has contributed to enhanced standards of medical care ... and that 
significant regulatory changes in this area could have negative effects on the public health.”' But 
when the Agency proposed to reverse this position, stakeholders from across the spectrum of 
medicine and health care converged to defend the proposition that high quality, innovative 
diagnostic tests were essential to improving health care and that the draft FDA enforcement 
policy over so-called IVDVllAs was likely to be more harmful than helpful to patients. Since 
then, we have worked with the FDA. Congress and the .Administration to find the balance 
between regulation and innovation that bolsters public conridence while promoting rapid access 
to accurate and reliable new diagnostic information. Despite best efforts on the part of many, 
today, we are still too far away from finding that balance. The framework put forth by the FDA 
is no doubt an improvement over the initial draft guidance published in 2006 , but it'still leaves 
far too many critical questions unanswered, and hoping that the agency appropriately resolves 
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those questions in a final guidance presents too great a risk of stifling innovation at a crucial 
moment in the historic evolution of advanced diagnostics. 

We consequently applaud the Subcommittee for exercising its oversight function by holding this 
hearing, and encourage Congress to continue to work with the I'DA throughout the public 
comment process. We also encourage the Subcommittee to consider legislation, where 
necessary, to fill gaps in the regulatory framework and address potential inconsistences and 
duplication across regulating authorities to ensure that the balance between advancing the public 
health and facilitating American innovation is maintained. 

There is no question that we have already made enormous progress since 1987 when the Human 
Genome Project was initiated under President Reagan in the face of w idespread skepticism 
against this unprecedented, multidisciplinary enterprise, I3ut with the sustained vision and 
material support of this Committee, of Congress, and of successive Administrations, the 
scientific community and American companies struggled, collaborated, and succeeded — 
beginning what National institutes of Health (NIH) Director and pioneering scientist Francis 
Collins describes as "the dawning of the genomic age." 

Since the human genome w'as unlocked, there has been an explosion of research and innovation 
dedicated to diagnosing and treating human disease better, sooner, and faster. .According to the 
NIH, there are tests available for about 2,500 diseases, witli many more in development." Today, 
the United States leads the world in translating “bench" science into new diagnostics and in 
forming early-stage companies that will develop paradigm-changing services and products. We 
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have already made great strides in understanding which patients will or w ill not benefit from 
specific drugs, and have seen some early achievements in tailoring drug treatment for individual 
patients. 

Notw ithstanding this progress, the Coalition believes that delivering further on the hopes for, and 
promise of personalized medicine hinges on settling two strategic issues that face this Congress 
and the communities of scientists, innovators, regulators, and patients you have convened today: 

• For years, advanced diagnostics have been under a cloud of regulatory uncertainty 
created by changing federal proposals to regulate I .D'l's. and by doubts cast on the 
integrity and adequacy of existing federal standards under the Clinical Laboratory 
Improvement Amendments (CLIA) of 1988. Flc.vible standards must be established that 
allow reliable and accurate advanced diagnostics to guide treatment by informed 
physicians. The Coalition believes that the FDA can work in concert with Congress and 
stakeholders to create an appropriate and flexible .sv slem of regulation for all in vitro 
diagnostic testing. 

• If a rigid regulatory system is established that docs not provide for timely access to 
accurate and reliable tests with clear and meaningful labeling for physicians and their 
patients, public and private payers will resist the coverage of, and payment for, advanced 
diagnostics. Without meaningful labeling or insurance coverage for these tests, 
physicians in turn will remain reluctant to order tests that may be helpful in the 
management of their patients. Today, it literally takes years for payers to approve 
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coverage and payment for advanced diagnostics. If these tests are available only vt'ith 
labeling claims that do not support the use of the tests to assist patient management 
decisions and under a regulatory framework which severely hampers clinical laboratory 
service providers from interacting with treating physicians so they have a better 
understanding how to use their tests in patient management, the adoption and use of 
personalized medicine will be stymied. We will not .see the improved patient outcomes 
and reduction in unnecessary treatment that otherwise are already being achieved. 

We are committed to working with FDA to strike the right balance between assuring public 
health and facilitating innovation in promulgating flexible regulations for all diagnostic tests— 
LDTs and IVDs. However, the Coalition is concerned that the proposed framew'ork is 
incomplete, creates substantial uncertainty, and does not reflect a careful and important balance 
that recognizes the value and benefits that advanced diagnostics offer to patients, providers, and 
payers. The Coalition believes .strongly that any future regulatory framework must be premised 
on the understanding that clinical labs today are offering new and important tests to informed 
physicians w'ho are sufficiently knowledgeable about their technology and their potential clinical 
utility to seek them out for their patients. Developing a balanced risk-based .system of regulation 
is only possible if the benefits and value of reliable and accurate advanced diagnostics in guiding 
treatment is fully understood by the Agency. 

In the spirit of striking this balance, the FDA should thoughtfuliy articulate the public health risk 
supporting this guidance, so that this risk can be more carefully balanced against the proposed 
regulatory framework. The framework and the specific proposal to mandate adverse event 
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reporting, for example. piesuppo.ses — without meaningful data or other analytical bases — that 
there are substantial safety risks affecting American patients from the use of LDTs. A reliable 
presentation and understanding of the potential risks is a key component of evaluating any 
regulatory action. 

Additionally, the Coalition is greatly concerned that the I DA substantially underestimates the 
number of LDTs subject to its proposed premarket review requirements. Today, thousands of 
clinical laboratories perform LDTs to give providers access to data that enable the development 
of individualized, patient-specific plans of care. For example, certain LDTs are capable of 
identifying patients susceptible to disease(s) and/or patients that may respond (or not respond) to 
a particular treatment. According to the Centers for Medicare and Medicaid Services (CMS), 
there are over 1 1,000 CLlA-certifled laboratories qualified to perform “high-complexity” testing, 
including LDTs. We estimate that many molecular markers are offered as LDTs by hundreds, if 
not thousands of laboratories across the country. This would translate into potentially tens of 
thousands of premarket submissions to the FDA. We believe that the proposed framework 
creates a meaningful possibility, even with a protracted timeframe for implementation, that the 
Agency could burden its limited staff with a growing backlog of premarket submissions, inhibit 
in.surance coverage and payment, and restrict patient access to innovative te.sls. 

We also have concerns that the FDA underestimates the challenges associated with translating 
regulatory processes developed to oversee diagnostic prtx/iicts that are designed for broad 
distribution and use in contrast to services performed by individual laboratories. Most venture 
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capitalists appreciate that there are significant differences between the two that could 
substantially risk the successful implementation of the FDA’s plans 

We continue to believe that appropriate regulation is possible that balances the need to ensure 
patient safety with the need for diagnostic testing to help physicians and patients make informed 
and timely decisions about patient care. Without this balance, continued development and 
investment in better, more usefui, and even safer diagnostic testing will be in jeopardy — and the 
patients and providers who would benefit from such tests wili experience significant, 
unnecessary delays in access to critical diagnostic information and appropriate life-saving 
therapy. 

Most importantly, because the proposed framework focuses on procedural milestones, it leaves 
unclear many of the critical issues and questions that must be addressed well before any of its 
proposed deadlines take effect. Absent resolution of these questions before guidance is 
published in final form, clinical laboratories would be simply unable to comply with the new 
requirements when the framework guidance is finalized. While we understand that FDA intends 
to address the unanswered issues and inconsistencies in the proposed framework, and will 
receive extensive public comments, it is critical that the Agency answer these questions before 
publishing a final guidance. The critical balance that miisl be struck will be elusive if FDA 
publishes a final guidance establishing new regulatory requirements that do not satisfactorily and 
completely resolve the.se fundamental questions. 
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To that end, the Coalition strongly encourages the FDA to publish additional draft guidance for 
coinment as well as FAQ documents similar to those issued by CMS so that stakeholders will be 
able to understand, anticipate and comply with the new regulatory requirements well in advance 
of any final guidance. 

The substantive issues raised by the proposed framework, which must be answered before FDA 
proceeds further, range from fundamental concerns to technical questions. Following are Just 
some of the significant and critical issues that urgently require answers: 

Device or Laboratory Practice? 

• How would FD.A distinguish a regulable “medical device" from laboratory services in an 
LDT? The former are analogous to test “kits” currently manufactured then distributed to 
laboratories to perform, while the latter are the practice of laboratory medicine outside of 
the Agency’s statutory authority. 

Labeling. 

• How will FDA ensure that labeling is meaningliil for physicians and reimbursable by 
third party payors for patients — an issue that applies to all in vitro diagnostic testing 
(IVDs, as well as LDTs)? 

• How would FDA labeling requirements apply in lire absence of a distributed or tangible 
“box” on which to put a label, or a person or entity to “receive” the “box” or the 
“labeling”? 
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Manufacturing and Harmonization with CLIA. 

• Medical device Quality Systems Regulation (QSR) requirements would apply upon filing 
of a premarket submission with the Agency, but the Draft Guidance does not adequately 
tell clinical laboratories how to comply. As one example, what constitutes a malfunction 
of a finished device if the test is an LDT? 

• How' does FDA intend to apply its rules on test design and quality systems to 
laboratories, and how would such requirements be reconciled with laboratories’ 
continuing obligation to comply with CLIA quality systems requirements on those same 
activities? 


Communications with Laboratories and Providers. 

• How would FDA manage conflicting requirements governing consultations with 
physician, s about patient te.st results? Under the practice of laboratory medicine. CLIA 
requires disclosure of known information relevant to u.se of a lest by certified laboratory 
to a treating physician — without regard to "labeling claims,’’ This pro-active approach to 
dissemination of information by a clinical laboratory may be inconsistent with the 
restriction on dissemination of information by a medical device manufacturer under FDA 
regulation. 

• What types of diagnostic or patient treatment claims would be permissible, and what 
kinds of evidence would be required by FDA? 
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We recognize that the FDA will receive extensive feedback from stakeholders, and the process 
of finalizing the draft guidance may take many months, ifnot years, to complete. The Coalition 
plans to submit public comments as well, but our concern is that reprising the protracted and 
unsuccessful guidance development that took place over IVDMlAs would prolong the existing 
regulatory uncertainty for clinical laboratories, providers, and health systems, with adverse 
implications for LDT coverage and reimbursement, patient access, and investment in 
personalized medicine. Ultimately, this Subcommittee may be called upon to assess the 
necessity of expanded FDA regulation and to establish through legislation clear regulatory 
standards to address what historically has been a grey area of the Agency's legal jurisdiction. 

* * * * 
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Endnotes 


‘ Medical Devices: Classification/Rcclassification; Restricted Devices: A nuivto Spe ci fic Reagen t s . Washington. 
D.C.; Food and Drug Administration. 1997. 

“ Pei'sonali/ed Medicine: Matching Treatments to Your Genes. National Institutes ofHeaith. December 2013, 
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Mr. Pitts. The Chair thanks the gentlelady. 

I now recognize Mr. Mertz 5 minutes for opening statement. 

STATEMENT OF ALAN MERTZ 

Mr. Mertz. Thank you, Chairman Pitts and Ranking Member 
Pallone, for the opportunity to testify today. I am Alan Mertz, 
President, American Clinical Laboratory Association, ACLA, and 
we represent the Nation’s leading providers of clinical laboratory 
services. 

I also want to begin by applauding Chairman Upton and Rep- 
resentative DeGette for launching the 21st Century Cures Initia- 
tive. 

Through the innovations in clinical laboratories, we are diag- 
nosing diseases earlier and more precisely for diabetes, cancer, and 
infectious and rare diseases. With these powerful new diagnostic 
tools, patients have access to more targeted and effective therapies 
sooner, which inevitably increases the quality of care, saves lives 
and lowers cost. 

America is the leader in this diagnostic medicine revolution, and 
recent advancements in genetic and genomic tests have created 
over 116,000 jobs, and $16.5 billion in annual economic output. A 
reasonable and flexible framework is essential to preserving this 
vital leadership role that we have in the United States. 

ACLA is greatly concerned by the FDA’s notice of intent to issue 
guidance that would completely alter how clinical laboratory tests 
will be made available to patients. We do not believe that the FDA 
has the statutory authority to regulate laboratory services, and 
even if they did, we do not believe that it is appropriate to create 
a whole new regulatory process through guidance documents. 

The laboratory industry is already extensively regulated under 
an interlocking framework of federal laws, state laws, and peer re- 
view-deemed authorities. As has been discussed today, the primary 
federal law governing labs is CLIA, which creates stringent re- 
quirements governing the operation of clinical labs and their per- 
sonnel to ensure the safe and accurate function of labs and testing 
services they provide. Further, peer review authorities add addi- 
tional expertise in reviewing both the operation of the lab, and the 
analytical and clinical validity of the tests. Operating under this 
comprehensive yet flexible LDT oversight framework, the field of 
laboratory medicine has produced some of the most spectacular ad- 
vances in diagnostics. 

In short, LDTs have become ubiquitous in clinical patient care. 
They range from the most common tests that many of us will be 
familiar with, like pap smears, to the most advanced molecular and 
genetic tests in cancer and heart disease. Importantly, the vast ma- 
jority of new genetic and molecular tests are LDTs, and most FDA- 
approved and cleared kits are based upon tests originally offered 
as LDTs. Although the FDA claims that it has no interest in dupli- 
cating CLIA’s oversight requirements, the FDA notification that 
came out does not address how they avoid such duplication. There 
has not been any discussion of how any additional regulation by 
the FDA would interact with the regulation already under CLIA. 
There are many areas of commonality and overlap, specifically as 
it pertains to validation, inspections, quality system regulation. 
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and yet the FDA has not clarified how it propose the two regu- 
latory authorities working in such a way as to not overburden the 
lab industry, and slow the development of and access to these vital 
diagnostic tools. Frankly, we are deeply concerned that the docu- 
ments released failed to take into account the fundamental dif- 
ferences between a device manufacturer and a clinical laboratory. 
Unlike a device manufacturer, a clinical laboratory is an integrated 
operation consisting of highly trained and certified personnel who 
design, validate, perform, and interpret laboratory tests. Defining 
exactly what the device is that FDA seeks to regulate, or where the 
manufacture of the test ends and the performance of the test be- 
gins, has yet to be explained. 

Lastly, I need to emphasize the enormous scale of the increase 
in regulatory oversight. According to FDA’s framework, the Agency 
will not define high risk or identify how many tests will require 
premarket approval for several years. The potential workload for 
the FDA is staggering. There are over 11,000 highly complex lab- 
oratories that perform laboratory-developed tests, and the total vol- 
ume of LDTs numbers at least in the tens of thousands, and our 
own surveys of our members indicate it may be over 100,000 lab- 
oratory-developed tests. In comparison, last year the FDA approved 
only 23 premarket applications for diagnostic tests. 

In conclusion, the ACLA shares the goals of everyone here in en- 
suring patient access to accurate, reliable, and meaningful tests. 
We have long supported modernizing the regulatory requirements 
under GLIA to keep pace with changing technology. We are con- 
fident that this can be accomplished without duplicative regulation, 
oversight, and cost, while maintaining our status as a global leader 
in diagnostic innovation. We look forward to continuing to work 
with this committee, with Congress, the FDA, CMS, and other 
stakeholders on policies that encourage innovation, ensure safety, 
and maintain patient access to these diagnostic services. 

And with that, I thank you and look forward to your questions. 

[The prepared statement of Mr. Mertz follows:] 



85 


a 


\i!ii’rk'an 

( i.llll .1! i uSi't \ 
\sS!H hilion 


Statement 

Of 

Alan Mertz, 
President, 

The American Clinical 
Laboratory Association 

For 


U.S. House of Representatives 
Energy and Commerce Committee 

Subcommittee on Health 

Hearing on 

2P* Century Cures: 

Examining the Regulation of Laboratory-Developed Tests 

September 9, 201 4 
9:30 a.m. 

2322 Rayburn House Office Building 


American Clinical Laboratory Association 
1 100 New York Avenue, NW 
Suite 725 West 
Washington. DC 20001 
202-637-9466 
www.acla.coin 


ACLA Statement 

Hearing on 21=*' Cures: Examining the Regulation of Laboratory Developed Tests 
Page 1 of 23 



86 


Introduction 

Chairman Pitts, Ranking Member Pallone, and members of the Subcommittee, the 
American Clinical Laboratory Association (.ACLA) is pleased to have this opportunity to testify 
at today’s hearing, “2L' Century Cures: Examining the Regulation of Laboratory- Developed 
Tests,” 

ACLA is a not-for-profit association representing the nation’s leading providers of 
clinical laboratory services, including local, regional, and national laboratories. Our diverse 
membership represents a broad array of clinical laboratories, includes large national independent 
labs, reference labs, esoteric labs, hospital labs, and nursing home laboratories, ACLA members 
arc actively engaged in the creation and performance of innovative and much-needed 
Laboratory-Developed Tests (LDTs) that have helped to transform the standard of clinical care 
in this country and provide great hope for further improvements in the future, 

■ACLA and its member laboratories are committed to developing and providing safe, 
reliable, and clinically-nieaningful diagnostic testing services to patients and ensuring adequate 
and appropriate regulatory oversight of the tests they perform. We do appreciate the willingness 
of the EDA to engage in a dialogue with our organization regarding its proposal, and the Agency 
has reached out to us. .ACLA and its member laboratories arc in the process of analyzing the 
documents released on July 31, 2014. and we fully intend to provide detailed and thoughtful 
comments on the documents once they are formally released as draft guidance. However, ACLA 
and the FDA fundamentally disagree on several key issues, including their statutory authority to 
regulate LDTs and the promulgation of new regulatory oversight through guidance documents, 
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and ACLA has other concerns related to the framework as outlined in the Congressional 
notification documents, all of which will be addressed in the following written statement. 

In our testimony, we wish to highlight the following areas: 

The vital role and value of diagnostics and Laboratory-Developed Tests in clinical care; 
The current regulatory framework governing Laboratory-Developed Tests; 

The lack of statutory authority for the FD.A to regulate Laboratory-Developed Tests; 

The FDA’s Claim ofjurisdiction over LDTs and its policy of ’'enforcement discretion” are 
relatively recent; 

The inappropriateness of the guidance process for regulating LDTs; 

Questions and concerns with FD.A proposed framework; 

FDA’s inadequate resources to handle the increased workflow; 

FD.A regulation could severely affect patient access to cutting-edge diagnostics; and 
Effective modernization of current regulatory oversight to address new technologies and 
advancements 

The Vital Role of Diagnostics, and LDTs. in Clinical Care 

Laboratory-Developed I'c.sls (LDFs) are tests that laboratories develop and validate in 
their own laboratories and that are not sold as kits to other laboratories or to other facilities. 

LD Ts also include tests where laboratories modify an e.Kisliug FDA-approved or FDA-cleared kit 
and then validate the modified test internally. LDTs are an e.xiremely common part of laboratory 
medicine. Laboratory-Developed Tests are the backbone ol'ciinical care in the United States. 
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The diagnostic information they yield empowers patients and their doctors with the tools they 
need to best manage patient care. 

A large proportion of the clinical laboratory tests performed in this country are performed 
as I.DTs, from routine tests such as pap smears and complete blood counts, to the most cutting- 
edge molecular and genetic tests in cancer, heart disease, and rare and infectious diseases. These 
are tests developed by physicians, scientists and other highly-trained personnel working in a 
single laboratory, according to its own processes, to furnish a diagnostic result for use by a 
clinician. These tests most often are created in response to an unmet clinical need, or where the 
existing diagnostic tests are insufficient or fail to incorporate the latest in scientific and medical 
research. Nearly all FDA-approved and FDA-cleared test kits begin as I.DTs, and, in many 
case.s, LDTs represent the standard of care. 

Through the innovations in clinical laboratories, we are diagnosing and characterizing 
diseases earlier and more precisely than ever before imagined - whether for diabetes, infectious 
disease, cancers, and rare diseases. With these powerful diagnostic tools, patients have access to 
more targeted therapies sooner, which inevitably lowers costs, increases the quality of care, and 
saves lives. 

Current Reijulatorv lYaincwork Govcniini! Liiburatorv-lfeveloped Tests 

The clinical laboratory industry ha.s been extensively regulated for decades under a 
comprehensive, interlocking framework of federal laws, stale laws, and peer review "deemed 
authorities. The primary federal law governing labs has been the Clinical Laboratory 
Improvement Amendments (or CTl.A), specifically the Clinical Laboratory Improvement 
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Amendments of I9SS.’ CLIA creates stringent requirements governing the operation of clinical 
laboratories to ensure the safe and accurate function of laboratories and the testing services they 
provide. These requirements cover the laboratories themselves, the necessary certifications for 
laboratory personnel from pathologists and geneticists to leehiiicians, and the documentation of 
procedures for individual clinical laboratory tests. In addition, laboratories also are subject to 
inspections under both CLIA and state law. Further, moderate and highly complex laboratories, 
including all ACLA members, can choose to submit to additional oversight through deemed peer 
review authorities, such as the College of American Pathologists, the Joint Commission, and 
others, which add additional expertise in reviewing both the operation of the laboratory and the 
analytical and clinical validity of individual tests. This additional oversight for moderate and 
high complexity laboratories also involves the use of profcicncy testing to ensure the accuracy 
of testing results. ,A group or23 lab directors from the nation's leading academic medical 
centers wrote to the .Acting Director of the Ofliee of Management and Budget on July 16, 2014 
and slated that "as part of tliis oversight, clinical laboratory physicians and scientists, including 
most of the signatories to [the] letter, perlbrm careful inspections of laboratory facilities, 
exhaustive review of test protocols and validation, and continually monitor laboratory 
performance. This regulatory framework requires both extensive validation and continuous 
monitoring to ensure the performance, quality, and reliahility of diagnostic services, yet allows 
laboratories the flexibility to develop and validate lab tests quickly and, thus, more quickly adopt 
new scientific knowledge and rapidly respond to unmet public health needs.”' 


Pub. L, 100-578. 

- hllp:/7vv\v\\ .aruplab,conVAboutARUl’/Prc.ssRoom/Pres.sRelcase.''2() 14,'LcUer-to-OMB-from-Lab-Leaders.pdf 
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Operating under this comprehensive yet flexible LITI' oversight framework, the Held of 
laboratory medicine has thrived, producing some of the most spectacular advances in medicine to 
occur in the last century. As highlighted in the aforementioned academic medical center lab 
director letter to OMB, “I.DTs have long addressed emergijig public health risks, such as HIV. 
For example, no HIV-I antibodies confirmatory test was available when the HlV-1 screening test 
was introduced in 1985. Clinical laboratories developed and validated an LOT Western blot to 
meet the critical need to establish definitive diagnoses oi l IIV-1 . It look two years before an 
FD.A-approved Western blot test became available. Even now. the FDA-approved Western blot 
kit has not significantly changed since its first approval. Because obtaining additional FDA 
approvals for test kit modifications would be so burdensome, the manufacturer has not modified 
the test to keep up to date with the medical science."^ Advances such as these '‘came about 
because of, and w'ould not have been possible without, the current regulatory framework 
governing LDTs.”* 

LDTs have transformed clinical practice and dramatically altered treatment guidelines, as 
illustrated by the impact of Oncolype Dx. a genomic ED I shown to predict whether 
chemotherapy is likely to benefit women with early-stagc invasive breast cancer, Whereas 50 
years ago. all women with breast cancer were referred for intensely toxic and debilitating 
chemotherapy treatments, we now know that only about 4 in 100 women diagnosed with early- 
stagc breast cancer actually receive benefit from chemotherapy.' In the last ten years, the 


^ hupi.'ywwwaruplab.com/Abaut.ARUIVPix'ssRoom'PrcssRelcasc'fd 14.'1 A'Ucr-to-C)MB-lrcm-Lab-Leaders.pdl 

^ Id 

' Paik S. Tane (1. Shak S. cl al. Gene expression and benellL otchemo'.hcrapy in women with node-negalive. 
estrogen receptor-positive breast cancer. .1 Glin Oncol. 2006; 24(23): 3726-34. 
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OncQtype Dx breast cancer test has helped over a hundred thousand patients around the world 
avoid chemotherapy and its side effects while saving the healthcare system an estimated more 
than $2.5 billion in treatment costs. 

FDA Lacks the Statutory Authority to Regulate Laboiatorv-Devcloncd Tests 

As detailed in the Citizen Petition filed by ACLA last year, ACLA strongly believes that 
the FDA cannot regulate LDTs. through guidance or otherwise, because the Agency lacks the 
requisite statutory authority to regulate these vital diagnostic services.* FDA lacks the 
jurisdiction to regulate LDTs for several reasons. 

LDTs are not ''devices” as defined in the Food, Drug and Cosmetics Act (FDCA).’ As 
the text and legislative history of the ••device” delinilion show, this term encompasses only 
articles. LD I s are proprietary procedures For performing a diagnostic lest using reagents and 
laboratory equipment. They are essentially know-how, not physical articles. Therefore, they are 
not subject to regulation under the FDC.A. 

Additionally, FDA's assertion of jurisdiction over LDTs is incompatible with the 1988 
,\mendment to the CLIA program (CLIA '88) and its legislative history. In amending CLIA, 
Congress explained its intent to regulate laboratory testing under a single statute: the amended 
CTIA. To that end. Congress created a comprehensive stalulory framework for precisely the 
services that FDA now seeks to regulale under the device authorities of the FDCA. Congress 


'■ ACL.A Citizen Petition, Docket No. FDA-20I3-P-0667 (Jun. 4, 201.1), avuitahle a! http: iicla.co m/v p- 
conlc-ni.'iinloads.''2U 1 LI 2/06U4 1 .t -r itizen-Pelition-to-l-'DA-Rccurdine- i .ahor at urv-Deveioped-Tcsts-l.iyi's.pdr . 

■' 75 Fed. Reg. .14463 . 34463 (.tune 17. 21)I0|. 
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made no mention of FDA having any authority to regulate I.DTs under the previously enacted 
■’device” definition, 

l astly, LDTs do not present an essential prerequisite for FD.A jurisdiction under the 
FDCA: commercial distribution. FDA has defined •'commercial distribution” in various contexts 
to require that a product be delivered, distributed, or placed on the market. LDTs are created and 
performed in a single laboratory, not manufactured and distributed. As non-tangible know-how 
and testing services at clinical laboratories, LDTs do not meet any of these conditions.* 

The FDA’s Claim of .Jurisdiction over LDTs and its Foliev of “Enforcement Di.scretion” are 
Relatively Recent 

The FDA says that Congress gave the agency statutory authority to regulate LD Ts nearly 
forty years ago when Congress passed the Medical Device Amendments of 1976 (MDA), The 
agency said that, since that lime, it has opted to “exercise enforcement discretion” until now. That 
claim is contradicted by a review of actions and .statements b\ Congress and the FDA throughout 
the years. It was not until twenty years after passage olTlic Medical Device Amendments that the 
FDA publicly slated that it could - but chose not to - regulate LD I s. 

flic legislative history of the Medical Device Amendments of 1976 contains no statement 
by the FDA or documentation submitted by the FDA to Congress that the agency considered LD'fs 
to be “devices” under the framework of the MD.A. Indeed, the legislative history shows that 
Congress itself believed that “devices" arc tangible products and articles, but not processes such 


ACL.-\ Citizen Petition at 2. 
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as LDTs.'^ Subsequent to passage of the MDA, when the agency undertook the rulemaking process 
and established advisory committees to classify all known devices, it did not mention then-existing 
LDTs as being "devices” subject to classification and regulation. If, in fact, the FDA thought at 
that time that LDTs were "devices” that it had the authority to regulate, then one would expect that 
the FDA would have explained to stakeholders why it was declining to classify them for regulation, 
but it did no such thing. 

In 1988, Congress passed the Clinical Laboratory Improvement Amendments, which 
established a comprehensive statutory and regulatory framework for oversight of all clinical 
laboratory testing on humans in the United States. During the time that Congress was debating 
the legislation, the FDA stood by in silence, never once claiming that it had Jurisdiction over any 
clinical laboratory tests developed in-house. The CI.IA regulations that were finalized in 1992 did 
not include a regulatory role for the FDA with respect to LDTs or any other lab processes, and we 
are not aware that the FDA sought to assert such a role at the time. 

The first time that the FD.A made a public claim about its authority to regulate LDl’s as 
devices w'as in a draft guidance document in 1992.’° Stakeholders objected, and the FDA removed 
any reference to LDTs in the final guidance, released in 1996." 

It W'as not until 1996 - two decades after the Medical Device Amendments - when the 
FDA claimed in a statement in an official publication, the l-cdcral Register, that it had jurisdiction 

S. Rep. Mu. 94-33. 94'” Cong,. 1“ Scss. ai 17 iMar. 1 1. 1975). 

Druft Compliance Poliev Guidance: {’ummcrciali/.aliiin uf lJnai)piT'\ed In Viiro Diagnostic Devices Labeled tor 
Research and ln\’cstigaiion (undated) at 4. 

' ' See FDA, (Compliance Fulicy Guide 7124.32, Commercialization ol In Vitro Diagnostic Devices (IVDs) Labeled 
for Research Lsc Only and Investigational Use Only (May 1996). 
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over LDTs but that it was not exercising its authority to regulate them. It hinted at its jurisdictional 
authority and its exercise of enforcement discretion, stating that although it had not "actively 
regulated" LDTs, it might do so in the future.'" ,^t the time, ACLA and other stakeholders filed 
comments challenging the I D.A’s assertion that it had the authority to oversee LD'fs for twenty 
years but simply never used that authority. In 1998, in its denial of a citizen petition on LDTs, the 
FDA again slated that it “may regulate assays developed by clinical reference laboratories strictly 
for in-house use as medical devices."'^ This assertion has been repeated in the years since then, 
although it was not until recently that FDA determined that it would use its purported enforcement 
authority for the first time. 

The Inappi opriateness of the Guidance Process for Regulating LDTs 

The FDA takes the position that it has the jurisdiction to regulate LDTs but has always 
chosen to exercise its regulatory discretion with regard to those tests, fhe clearest statement of 
that discretion is found in the F DA's announcement of the Final Rule regulating Analyte Specific 
Reagents, which are the component of many LD'I's. In promulgating the ASR Rule, the FDA 
declined to classify Laboratory-Developed I'esls as Class II or 111 medical devices because, as the 
agency stated. •‘FDA recognizes that the use of in-house developed tests has contributed to 
enhanced standards of medical care in many circumstances and that significant regulatory changes 


Vlcdical Device.s: Classilication/Rcclassincalion; Restricted Devices: Analyte Specific Reagents. 61 Fed. Reg. 
10484 (Mar. 14, 1996). 

I- DA Response to Hyman Phelps & McNamara. P.C.. C'itizcn I’etition. Deckel Nt). 92P-0405 (Aug. 12, 1998). 
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in this area could have negative effects on the public health/’''' In announcing a change to that 
policy, FDA cannot proceed simply through the issuance of guidance documents. 

First, given that the original announcement of this policy was as part of a notice and 
comment rulemaking, the reversal of the policy — which FDA is asserting here — must be done in 
the same way. Because FDA set forth its policy regarding l.aboratory-Devcloped Tests in the 
Federal Register, pursuant to noticc-and-comment procedures, if the agency is going to change its 
policy, then it must follow that same nolice-and-comment procedure.” 

There is little question that by its actions, FDA is expanding its current regulations to an 
entirely new industry. The FDA cannot newly regulate an entire industry sector merely by issuing 
a few guidance documents. Federal courts long have held that when a guidance document 
significantly broadens the application of a regulation or set of regulations, it is invalid without 
actual notice-and-comment rulemaking."’ It is also well-established that an agency cannot sidestep 
notice-and-comment rulemaking requirements by claiming that a major legal addition to a rule is 
merely an interpretation of an existing obligation.’’ Here, it the FDA’s guidance is in any way 
similar to the documents the FDA .shared with Congress in .Inly, it would expand the application 
of existing regulations that currently are not applicable to laboratories olTcring LDTs. In some 
cases, the guidance would completely contradict what is in current regulation, which in itself 
would require notice-and-comment rulemaking. Expansion of the FDA’s regulatory regime to 


62 Fed Reg. UlZd.t. 62249 (Nov. 2 1 . 1997). 

Sec, e.g., Ball Memorial Ilospifal V- Leavill, 2006 WL 2714920 {iJ.D.f. 2006). 

.See, e,^., Appalachian Power Co. v CPA. 208 F.3d 1015 (D.C. Cir. 2000). 

.See Paralyzed Veterans of America v. D.C. Arena L.P.. 1 17 579 (D.C. Cir. 1997). 
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LDTs significantly broadens Ihe scope of current regulations to an entire industry, and it would be 
far more than an interpretation of an existing obligation on labs. Therefore, according to years and 
years of federal court rulings, the FDA cannot regulate LD'fs through subregulatory guidance 
documents alone. 

Furthermore, the FDA cannot claim, as it often does with regard to guidances, that these 
documents "do not establish legally enforceable responsibilities” and that they merely ■’describe 
the .Agency's current thinking on a topic and should be viewed only as recommendations, unless 
specific regulatory or statutory requirements are cited.” It includes such language in all of its 
guidance documents, including those it .shared with Congress in July. But, if finalized, the LDT 
guidance documents mo.st certainly would impose legally enforceable responsibilities on labs, and 
they contain far more than just ' recommendations.” The documents we have seen are packed with 
citations to specific existing statutory and regulatory provisions and very direct statements that 
l.DTs for the first time would be subject to those provisions. .As an example, the FDA state.s that 
any lab that fails to follow- certain oilier requirements in the document 'Avill have opted to not be 
within the scope” of the FDA's current policy under which labs do nol have to register and list 
their tests,'* If device registration and li.sting is not a '‘legally enforceable responsibility” that 
suddenly would be imposed on labs, then it is hard to sec what would be. There are many other 
examples of legally enforceable responsibilities on virtually every page ol’the documents the lUA 
shared with Congress that completely contradict the agency's claim that the guidance is just 
describing its current thinking and making recommendations. 


Anticipated DclaiLs of the IPraJ’t (iiiidance for Industry, food and ilrug .Administration Staff, and Clinical 
Laboratorie.s. Framework for It emulator) Oversight of Laborator\--Dc\ eloped Tests (LDTs) at 17. 
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Moreover, though the Agency stated that in its July 3 1, 2014 response to the ACLA Citizen 
Petition [attached] that "'any sucli guidance would not csttiblish any legal obligations" under the 
theory that the legal obligations arise under the I'DCA itself, this is plainly not true.'’ As 
summarized to Congress, the final guidance would clearly obligate laboratories, under threat of 
enforcement action to newly comply with FD.A regulaiions and guidances. Some of these 
obligations are the same as seen by device manufacturers, but others are completely novel and not 
grounded in any statute or regulation.-” 

The difference between proceeding through guidance and proceeding through regulation is 
not merely an academic one. The FD.A's “Good Guidance Practices ’ do not e.vtend the same rights 
and protections to all stakeholders that notice-and-eomment rulemaking would.”' There are key 
differences in the obligations imposed upon the FD.A - or any federal agency - when engaging in 
rulemaking, versus the requirements the FDA follows with respect to guidance. Although the FDA 
plans to accept public comment on the draft guidanee. unlike notice-and-commcnl rulemaking, 
the FDA is not required to respond to stakeholder eominenls and e.xplain its rationale tor amending 
draft guidance - or not.” 'fhis is critically iniporlanl lo understanding the “agency's current 
thinking.” The FD.A is also not required to conduct any burden analysis or regulatory impact 
analysis when it issues guidance, both of which are standard features of notice-and-comment 
rulemaking. If the agency did proceed through notice-and-comment rulemaking, there is no doubt 

TDA RL'Sponso to AC.'l.A Citizen Petition. Docket No. I-DA-2()l j-P-() 6(!7 ( .kt!. 31. 20 14), at 1 5. 

-‘’cS'ec, e.g.. .Anticipated Details ot'the Draft (iiiidancc at 16. 'I'he PD X plans to require laboratories to submit 
■■notification’’ of basic information about l.DTs to the Agency, yet no such iramework exists in statute or regulations 
for other ■'device" manufacturers. 

Food and Drug Administration Modernization Act of 1997, Pub. F. 105-1 15 ( 1 997). 405; 65 Fed. Reg, 56468 
(Sept. 19,2000). 

-See 2] C.F.R. i? 10. 1 1 5(g)(iv). 
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that it would have to put the public on notice that its plans to start regulating an entire industry 
sector are likely to have a major impact on the entire laboratory industry. 

ACLA strongly opposes the claim that the FDA has the authority to regulate Laboratory- 
Developed Tests. However, if the agency nevertheless moves forward in its attempt to regulate 
LDTs, it most certainly cannot do so merely through guidance documents. It must use notice-and- 
comment rulemaking to vastly expand the application of existing regulation and to amend those 
regulations that do not apply to LDTs or that contradict its plans for regulating LDTs. 

FDA’s Guidance Documents Raise Real Concerii.s Due to Unanswered Questions 

The documents released by the Agency on July 3 1 . 20 1 4 go far beyond reflecting current 
Agency thinking, as they propose an entirely new regulatory framework that will be applied to 
clinical laboratories developing LDTs for the first time, li the FD.A were to finalize this guidance, 
it would represent nothing short of a wholesale reimagining of the regulation of laboratories, 
subjeeting laboratories to an entirely new set of requirements that they have never faced before. 

The Agency has put forth a high-level, conceptual vision of how it would regulate LDTs, 
while providing very little concrete guidance to the laboratories as to what spceifieally the I DA 
will require and how to devise a compliance strategy or operationalize the requirements. 

Ititerplmy of FDA Requirements with Existing LOT Oversight Under CLIA 

There is no discussion of how any additional regulation by the FDA would interact with 
the regulation already in place under the CLIA program, including those functions performed by 
deemed authorities. There arc many areas of commonality and overlap, specifically with respect 
to validation, inspections, and quality systems regulation, and yet there is no discussion of how' 
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two separate regulatory authorities would regulate the laboratory industry in a way that would 
not impede innovation. The Agency had discussed a third guidance document that it planned to 
release with the actual draft guidance, a document which was to specifically address ho'v the 
Quality Systems Regulation (QSR) requirements applicable to devices under the FDA would 
interplay with the quality requirements under CLIA.’^ The Agency has stated that it no longer 
plans to release such a document w'ith the actual guidance documents. Rather, it has said it will 
rely on a third-party organization to explain how CLIA and FDA’s QSR requirements can be 
reconciled. ACLA believes it is wholly inappropriate for I DA to leave such a vital issue to an 
unaccountable third party to resolve. 

What Is the "Device " to he Regulated, and Where Does "Maratfacture ” Take Place vs. Test 
Performance 

The documents released by the FD.A fail to address the fundamental differences between 
device manufacUirers and clinical laboratories. Unlike manufacturers of I VD te.st kits, 
laboratories are both the innovators and providers of clinical laboratory services, utilizing their 
advanced knowledge, training, and education in the practice of laboratory medicine to deliver the 
highest quality health care services tor millions of real, every day patients. Know'ing this, it 
would be unreasonable to deem a laboratory, "a manufacturer’’ and claim that there is a "level 
playing field,” when manufacturers and laboratories run i'undanientally different operations. 


See, e.g., Minutes IVnm Negoti.Uion .Vlecting on MDUF.A III Rcaulhorization: June 27, 2011, at .2, available at 
hUp:Vwwvv.ida,uot7‘M cdicaT)<.’vices.^Dcvicc Rc»ulationandGiiiduiicv- 'O vt.Tt l uvv/VledicullJcvicc t iscil-cca ndModcrni? 
atio nActMDUF .M A .'i]cm26j02 6.tnni . 
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Unlike a device manufacturer, which produces a lest kit or device that then is sold to 
another entity that ultimately performs the test, a clinical laboratory is an integrated operation 
consisting of highly trained and certified personnel who design, validate, perform, and interpret 
laboratory tests to furnish test reports that then can be used by ordering physicians, in concert 
with other information, to make treatment decisions. Defining exactly what the “device” is that 
FDA seeks to regulate, or where the “manufacture” of the test ends and the performance of the 
test begins, has yet to be explained. 

When are "High Risk" and "Moderate Risk" LDTs? 

Under the proposed regulatory framework described in the documents released on July 
I, 2014, the FDA will not issue draft guidance describing the risk classification of LDTs for 18 
months after the fmali7.ation of the guidance, with final guidance on risk classification not being 
issued for two years after the iinalizalion of the guidance, fhe Agency and stakeholders have 
spent years attempting to define "high risk” and "rnodcrate risk" in the context of clinical 
diagnostics, and it is crucial that the Agency clearly define such fundamental principles before 
instituting a new regulatory I'ramework based on those definitions. 

Defining "Adverse Events " and “Device Malf met ions ” In the Context of LDTs 

It is unclear in tlic context of l.D I s what conslilute.s an "adverse cvenf’ that must be 
reported by a laboratory. For example, how precisely would a laboratory test contribute to the 
death of, or serious injury to, a patient? Would the PDA consider it an “adverse cvenf if a 
patient’s cancer returned after an FIJI test predicted a 90 percent chance that cancer would not 
return? Even if "adverse events” were defined in a way that applied in the diagnostic context, it 
is not clear from an operational standpoint how laboratories could be expected to report adverse 
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events. Referring physicians use I..DT test results as one part of a broader clinical picture to 
make treatment decisions for patients, and these clinical decisions and patient encounters often 
occur outside the laboratories’ knowledge or ttivolvemenl. Thus, laboratories would not have 
access to information on a patient’s other clinical inputs or prognosis after the test results are 
reported to referring physicians. 

Similarly, it is unclear in the context of l.DTs what constitutes a “device malfunction” 
that the LDT “manufacturer” would be required to report to the FDA under 21 C.F.R. § 
830.50(a). ITis issue arises in part because the FDA is seeking to regulate a service rather than a 
product, and in part because of the FDA’.s expansive view of the ic.st system as including, for 
example, patient demographics, sample procurement and preparation, and reporting. Would an 
error in patient demographic data entry constitute a “device malfunction” if if had no effect on 
the test result? What if a momentary interruption in result reporting were to occur due to 
information sy.stem technical diflicultics, but the problem was promptly resolved without 
significantly affecting the timeliness of result delivery? Il'broadly interpreted and enforced, the 
requirement to report "device malfunctions” could overwhelm laboratories with reporting 
incidents that have no adverse effect on the test rc.sults or patient care. 

Modif tea! ions lo FDA-Appwveil and Cleared Tests 

i figh complexity clinical laboratories frequently purchase FD.A -approved or FDA-cleared 
test kits from device manufacturers and modify these test kits, thereby creating LDTs, to improve 
the performance of the diagnostics, address problems or issues with the FD.A-approved or 
cleared devices, or to incorporate the latest research and clinical knowledge. For instance, a 
well-known FDA-approved .ALK gene FISH test kit, an in vitro companion diagnostic used to 
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aid in trealment selection for patients with Non-Small Cell Lung Cancer, was found by one lab to 
suffer from poor assay performance. These tests, as LIDTs. current arc regulated by CLIA and 
undergo the necessary validations as outlined earlier in this document. 

The .Agency has stated in the framework documents released to Congress on July 31, 

2014 that any modilicalions to ''an FDA clcarcd./approved device in a way that affects device 
performance or intended use is considered to be a device manufacturer... [andj [tjhese modified 
devices must meet premarket submission requirements."’ ' To force a laboratory to undergo such 
a burdensome and expensive prcniarkct review process in order to make modifications to an 
FDA-approved or cleared test kit is unreasonable, an encroachment on the practice of medicine, 
and will be a disincentive for laboratories lhal otherwise would make such changes to improve 
diagnostic capabilities of FDA-approved or FD.A-cleared Icsts, which will negatively impact 
patient access to cutting edge diagnostics. 

Are analomic pcnhologyi services considered I.DTs suhjeci lo I 'DA regulation? 

The anticipated details of this draft guidance leave unclear the regulatory status of many 
anatomic pathology services provided by laboratories. Anatomic pathology services typically 
involve the preparation of a biopsy or cellular specimen on a slide (the “technical component”) 
for microscopic examination and interpretation by a pathologist (the "professional component"). 
Lxamples of such services include histopathology or surgical pathology, cytopathology 
(including the Pap smear test), and hematology. These procedures may include I'D.A-approved 
or -cleared components and instruments, components that arc exempt from FDA premarket 


.Anticipated Dctail.s of the Oran (iuidance at 26. 
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review, or modifications of FDA-approved, -cleared or -exempt components or instruments, and 
are often performed in laboratories that are independent of health care facility laboratories. 

It is difficult to see how the FDA could consider a pathologist reviewing a slide as an in 
vitro diagnostic or an LDT; in this instance, the pathologist is practicing his or her field of 
medicine just as any other physician when practicing medicine in his or her office. However, the 
.Agency has w ritten the anticipated details of the draft guidance so broadly that they appear to 
sweep into the risk-based framework any procedure a laboratory performs that is intended for 
clinical use and is not an unmodified FDA-approved or -cleared test kit, unless specifically 
c.xcepied. Under what circumstances, if any, would the IDA view the technical component, the 
professional component, or the technical and professional components of anatomic pathology 
together, as a "test system” constituting an LD'l' subject to the risk-based framework? 

FDA Lacks the Resources to Handle the Increased Wui kflow 

Wc also have very real concerns about resource constraints within the Agency to 
effectively manage this entirely new area of diagnostic regulation. There arc tens of thousands of 
LD'fs in existence today, with hundreds of new tests created every year. 

According to CMS, of the 36,432 non-waived laboratorie.s regulated under CLIA, 1 1,633 
CLIA certified laboratories perform at least one or more specialties categorized as high- 
complexity, which is the only category of labs that are permitted to perform I.DTs. A majority 
ofthese 1 1,633 laboratories develop and perform 1,1)1 s. many of which could be classified as 
moderate- or high-risk, depending upon how FD,\ tailors the risk classifications two years after 
the finalization of the framework guidance. 
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In 2013, the FDA approved 23 pre-market approval applications,’’ The Agency has stated 
in calls with industry stakeholders that it anticipates that the initial set of submissions for the 
■highest risk" LDTs will be around 100 tests, a number we believe falls far short of the actual 
number. This is an incredible workload for any agency or organization to undertake, and ACLA 
has serious concerns about the FDA’s ability to handle this additional workload. 

FDA Regulation Could Severely Affect Patient .Acccs.s to Cutting-Edge Diagnostics 

Subjecting LDTs to FDA regulation would eliminale the very characteristics which 
makes I.DTs and the regulatory framework that presently govern them so vital: flc.xibility and 
nimbicness in their ability to respond to unmet needs. The Flexibility afforded under the CLIA 
regulatory framework allows laboratories to develop tests quickly and to update them regularly 
as research and medicine advances, giving patients access to the most current diagnostic testing 
available. Such Flexibility would be lost under ihe FDA device regulatory framework. 

Additionally, FDA regulation of LDTs as medical devices would dramatically slow nol 
only the initial premarket approval of new tests, but also improvements to existing tests, delaying 
access to new and improved diagnostic testing services for patients and clinicians. Under the 
current CLIA regulatory framework, laboratories may coniimially modify and update their tests 
to reflect medical research advance.s, provided that the laboratory appropriate validate and 
document test modifications. Under the FDA device regulatory fratnevvork, and as outlined in Ihe 
proposed LDT framework provided to Congress on .luly 3 1, 2014, these modifications would 


See, t\g. 

hil!!:'^vmr.lda.Qov'M ed k'alDcvk'C^ ProihfCtsa ndMedic aiProi;f^thiri;sl\’V!ieApt yro v nl!iant<Cl{iaraiK'e^T\14Anpyi^v (i 
Is ‘iicni344~?)4.hlm . 
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require supplemental tilings and authorizations from the PDA."^ These additional authorizations 
can take months to obtain, and in many cases, laboratories could not implement the 
modifications in the interim. Therefore, FD.A regulation would impede scientific progress in 
clinical diagnostics, 

ACLA Has Supported Modernization of Current Regulatory Oversight to Address New 
Technologies and Advancements 

As ACLA stated in its .iune 2013 Citizen Petition to the FDA, 'The CLIA framework has 
worked very well. Over the pa.st few decades, health care providers have ordered millions of 
LDTs for their patients with few problems. With regard to genetic tests, for example, the 
Secretary's Advi.sory Committee on Genetics, 1 lealth, and Society has stated that ‘there have 
been few documented cases in which patients experienced harm because of errors in a CLIA- 
regulatcd genetic test.'-’ Even though laboratories are not required to report adverse events, 
litigation or other publicity likely would have revealed more widespread incidence of harm if 
such harm had in fad occurred, 'I'hus, regulation of LDTs tinder CLIA has effectively protected 
the public heallh. 

To the extent that stakeholders have concerns about possible gaps in the clinical 
validation of LDTs, the most logical and appropriate solution would be to amend CLIA and/or its 
regulations. It would be overly burdensome to superimpose a new bureaucratic regime on the 
laboratory industry which is already highly reguiated under C1,I-A. it also would be like trying to 

ici L c I’DCA § 515(d)(6). 21 C.F.R. §5 807.81(a)(3), 814.39: Anticipated Details of the Draft Guidance. 

'' Scocta s s Advisory Committee on Genetics, tlealih, and Society. -It.S. System of Oversight of Genetic 'festing: 
\ Respo tse to ti'fC rhargeof the Secretary of 1 lealth and Human Services" t Apr. 2008), at 32, available at 
http oh,i oJ.nih.gov.''sacghs/saeeit,s uversigh t)rcp<>n.ndf . 
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fit a square peg into a round hole to impose an additional layer of regulation based on a statute 
designed for products (FDCA) rather than laboratory testing procedures.”’® 

ACl .A and its mciribcr laboratories have always been committed to ensuring patient 
access to accurate, reliable, and meaningful clinical laboratory tests that improve the quality of 
care, decrease costs, and improve the lives of patients. .ACl A has long supported modernizing 
the regulatory requirements under the CLIA program to keep pace with changing technology. 
We are confident there are policies that can be developed to accomplish this without doubling or 
tripling the regulation, oversight and cost. 

Conclusion 

Chairman Pitts, Ranking Member Pallonc. and members of the Subcommittee, thank you 
for this opportunity to testify today. ACLA is grateful for the opportunity to share our view on 
the regulation of Laboratory-Developed Tests. I’he Path to 2P' Century Cures Initiative has 
shown that medical innovation in the U.S. has moved licalih care ahead by leaps and bounds and 
even more exciting innovations arc just on the horizon. The Initiative has also shown that 
clinical laboratory diagnostics are a critical and powerful tool in ibis clTort and will enable us to 
provide patients with higher quality health care at lower costs. To the e.vlent that additional 
oversight of LDT s is necessary, we continue to believe lliai the best vehicle for that is 
modification of CLIA. which already extensively regulates LDl s. .ACLA commends you for 
your leadership and looks forward to working with you. the FD.A, and the Administration to 


ACL.A C'ili/en Petition at IS. 
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ensure regulation of LDTs strikes the right balance between innovation, safety, and patient 
access. 
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Mr. Pitts. The Chair thanks the gentleman. 

I now recognizes Dr. Newton-Cheh 5 minutes for an opening 
statement. 

STATEMENT CHRISTOPHER NEWTON-CHEH, M.D. 

Dr. Newton-Cheh. The Chairman Pitts, Ranking Member 
Pallone, and Members of the subcommittee, thank you for giving 
me the opportunity to testify before you today. My name is Chris- 
topher Newton-Cheh, I am a cardiologist at Massachusetts General 
Hospital, specializing in heart failure and cardiac transplantation, 
and an Assistant Professor of Medicine at Harvard Medical School. 
I am also a cardiovascular geneticist, investigating the root causes 
of cardiovascular disease, the leading cause of morbidity and mor- 
tality worldwide. 

Today, I speak to you not only as a clinician and researcher, but 
also as a volunteer for the American Heart Association, a nonprofit 
organization dedicated to building healthier lives, free of cardio- 
vascular disease and stroke. I am concerned about the lack of en- 
forcement of regulation on laboratory-developed tests. 

The potential for personalized medicine to improve health and 
improve the practice of medicine is great. Biomedical research con- 
tinues to build on the sequencing of the human genome to better 
understand the genetic component of disease, notably in the dis- 
covery of new genetic markers associated with disease risk, as well 
as drug advocacy and toxicity. 

As we continue to develop a greater understanding of the genet- 
ics of human disease, we will move away from one-size-fits-all med- 
icine, to more targeted and effective prevention, treatments and 
even cures. However, it is imperative that these tests are scientif- 
ically credible. 

Over the past few years, a greater number of LDTs have come 
onto the market without FDA review that purport to inform indi- 
viduals of their risk for cardiovascular disease, and which medi- 
cines and dosages will be most effective or ineffective in treating 
their disease. Expert consensus guidelines summarize research evi- 
dence, but there is no regulatory mechanism enforced that at- 
tempts to compare such evidence to claims made in marketing 
these tests. The current CLIA-approval process ensures only the 
analytical validity or accurate measurement, but fails to address 
clinical validity; whether a test result is clinically important to a 
patient’s health decision-making. 

In the absence of such an independent examination, health care 
professionals, patients, and payers have no assurance of the value 
and limits of each test. The genetics of some relatively rare cardio- 
vascular conditions caused by single mutations, like long QT syn- 
drome and hypertrophic cardiomyopathy, has been well character- 
ized, and LDTs have been critical components of medical care, fam- 
ily screening, and development of therapeutics for such diseases. 
However, we are in the early stages of understanding how each 
person’s risk for common disease is influenced by their DNA. An 
individual’s risk of heart attack, heart failure, or atrial fibrillation 
is a complex interaction of their genetics, their behavior, and their 
environment. 
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A 2006 investigative study by the GAO observed the genetic test- 
ing companies they investigated “mislead consumers by making 
predictions that are medically unproven and so ambiguous that 
they do not provide meaningful information to consumers.” And the 
FTC issued a statement warning the public to be “wary of claims 
about the benefits these products supposedly offer.” The public is 
not equipped to do this on its own. 

Despite the remarkably rapid progress that has been made in 
our understanding of the genetics of cardiovascular disease in re- 
cent years, it is not yet possible to assess a person’s DNA to evalu- 
ate their risk for most common diseases with sufficient accuracy on 
which to base treatment decisions. It is clear that some genetic 
tests lack scientific credibility. Allowing these tests to continue to 
be marketed without rigorous oversight increases the risk of under- 
mining public and health care provider confidence in the utility of 
employing genetic tools to improve health care. There are dif- 
ferences between a test kit shipped out to laboratories and an LDT 
that is performed in a single laboratory. However, regardless of 
how and where the test is performed, the interests of health care 
providers and patients remain the same. They need to have the 
same degree of confidence that it is a high quality test, where the 
claims of its validity are substantiated by science, and its applica- 
tion to improve patient health established. 

I have had patients come to me with genetic tests that suggest 
slightly increased risks of atrial fibrillation or heart attack, but 
they are confused because their regular physicians do not know 
how to interpret results. They ask me whether they should take as- 
pirin, cholesterol-lowering statins, or blood thinners. These are 
medications with risks and benefits that must be carefully matched 
to individual patient risks. Statins have been well established to 
lower risk of heart attack, and people with coronary disease are at 
high risk of it. A currently marketed genetic test purports to deter- 
mine whether they are likely not to respond to a statin, or to have 
higher risk of heart attack. The small studies that initially sup- 
ported this claim have been completely debunked by much larger 
studies, but the marketing continues. Not taking a statin because 
a patient or their doctor believes falsely that they will not respond 
could contribute to a potentially fatal outcome. This cannot con- 
tinue. The AHA applauds the FDA for its decision to reconsider its 
enforcement discretion with regard to the regulation of LDTs. This 
is the right thing to do for patients. 

Thank you very much. I will be happy to answer any questions 
you may have. 

[The prepared statement of Dr. Newton-Cheh follows:] 
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Introduction 


Chairman Pitts, Ranking Member Pallone, and Members of the Subcommittee. 

Thank you for giving me the opportunity to testify before you today. 

My name is Christopher Newton-Cheh. I am a cardioiogist at Massachusetts Generai 
Hospital, specializing in heart failure and cardiac transplantation, and an Assistant 
Professor of Medicine at Harvard Medical School. 

I am also a cardiovascular geneticist and spend a considerable amount of time in the 
laboratory investigating the root causes of cardiovascular disease, a leading cause of 
morbidity and mortality worldwide. My colleagues and I are focused on using clinical 
research to translate genetic discoveries into an improved understanding of human 
disease, identification of new therapies, and the ability to predict individual patient’s risk 
of disease, as well as positive and negative responses to drugs. In particular, we are 
seeking to identify genetic variants that underlie sudden cardiac death and 
hypertension. 

Today, I speak to you not only as a clinician and researcher, but also as a volunteer for 
the American Heart Association, a non-profit organization dedicated to building healthier 
lives, free of cardiovascular diseases and stroke. I am concerned about the lack of 
enforcement of regulation on laboratory-developed tests (LDTs). It is important to note 
that many of these tests have not been clinically val, dated and are used by patients and 
providers to make important treatment decisions that can result in further adverse 
events if the information is neither accurate nor reliable. 
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Promise of personalized medicine 

The potential for personalized medicine to improve health and improve the practice of 
medicine is great. Our evolving knowledge of how genes and lifestyle combine to affect 
our health is transformational. As we continue to develop a greater understanding of the 
genetics of cardiovascular disease and stroke in particular, we will move away from 
“one-size-fits-all" medicine to more targeted and effective prevention, treatments, and 
even cures. 

Genetic tools are increasingly being integrated into health care in the United States, 
including their use in the diagnosis and treatment of cardiovascular disease. Biomedical 
research, including that funded by the American Heart Association and the National 
Institutes of Health, continues to build on the sequencing of the human genome to 
better understand the genetic component of cardiovascular disease, notably in the 
discovery of new genetic markers associated with disease risk as well as drug efficacy 
and toxicity. As our knowledge of the genetic underpinnings of cardiovascular disease 
expands, we anticipate there will be many opportunities to use genetic tests to predict or 
preempt disease, and to treat it more effectively. However, it is imperative that these 
tests are scientificaliy credible. 

Modern market of laboratory-developed tests 

As a result of our increased understanding of the role genetics plays in disease, many 
new tests are now on the market and are promoted to predict, prevent, and treat 
cardiovascular disease more effectively. Many scientists, including myself, have 
expressed concern that advertised claims may not be supported by science. 
Nevertheless, these genetic tests remain on the market and are inadequately regulated. 
A lack of oversight means there is no guarantee of test quality and performance and 
that doctors - attempting to make an accurate diagnosis or prediction of risk- and 
patients - interested in reducing their risk for disease - may receive and take action 
based on an inaccurate or misleading result. 

Over the past few years a greater number of laboratory-developed tests have come 
onto the market — without FDA review— that purport to inform individuals of their risk for 
cardiovascular disease, the likelihood that they will develop risk factors for 
cardiovascular disease, and which medicines and dosages will be most efficacious or 
ineffective in treating their cardiovascular disease. Unfortunately, these tests typically 
come to market without any independent verification by a government agency of their 
clinical validity. Expert consensus guidelines summarize research evidence but there is 
no regulatory mechanism enforced that attempts to compare such evidence to claims 
made in marketing such tests. Whereas testing kits are required to be cleared or 
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approved by the FDA prior to marketing, the vast majority of tests are laboratory- 
developed tests, marketed without such review. The current GLIA approval process 
ensures only the analytical validity, or accurate measurement, but fails to address 
clinical validity, whether a test result is clinically important to a patient’s health decision- 
making. In the absence of such an independent examination, health care professionals, 
patients and payors have no assurance of the value and limits of each test. 

Particularly alarming has been the growth of a market directly selling genetic tests of 
unknown clinical validity, rather than patients being offered genetic testing services from 
qualified health care professionals. Such tests purport to analyze a customers DNA to 
establish their risk for myocardial infarction, hypertension, atrial fibrillation, as well as a 
host of other diseases. 

I am greatly concerned that the test claims made by companies marketing them may 
not reflect current science. The genetics of some relatively rare cardiovascular 
conditions caused by single mutations - like Marfan syndrome, Long QT Syndrome and 
hypertrophic cardiomyopathy - has been well characterized, and LDTs have been 
critical components of medical care, family screening and development of therapeutics 
for such diseases. However, we are in the early stages of understanding how each 
person's risk for common heart diseases and stroke is influenced by their DNA. An 
individual’s risk of myocardial infarction, heart failure or atrial fibrillation is a complex 
interaction of their genetics, their behavior and their environment. 

As you know, the American Heart Association is not alone in expressing these 
concerns. A 2006 investigative study by the U.S. Government Accountability Office 
(GAO) observed that genetic testing companies they investigated “mislead consumers 
by making predictions that are medically unproven and so ambiguous that they do not 
provide meaningful information to consumers". Responding to the GAO report, the 
Federal Trade Commission issued a statement warning the public to be “...wary of 
claims about the benefits these products supposedly offer." The public is not equipped 
to do this on its own. 

In 2010 the GAO investigated four companies that market genetic tests directly to 
consumers and provide direct access to genetic testing services. The GAO again found 
the companies to be misleading customers, concluding that the test results offered by 
these companies are of “little or no practical use". With the tests offered by companies 
investigated in this and the 2006 report, I am especially concerned about the claimed 
predictive value of tests sold directly to consumers for determining risk of cardiovascular 
disease. Despite the remarkably rapid progress that has been made in our 
understanding of the genetics of heart disease and stroke in recent years, it is not yet 
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possible to assess a person’s DNA to evaluate their risk for most common diseases with 
sufficient accuracy on which to base treatment decisions. 

It is clear that some genetic tests lack scientific credibility Allowing these tests to 
continue to be marketed without rigorous oversight increases the risk of undermining 
public and health care provider confidence in the utility of employing genetic tools to 
improve health care. 

Need for oversight of laboratory-developed tests 

Ultimately, we may be able to achieve significant medical advances with the 
development of new genetic tools that assist with preventing and treating heart disease 
and stroke. But, for this to come to fruition, health care providers need accurate and 
reliable tests they can interpret to guide shared decision-making with patients. The 
success of this effort to personalize medicine is also dependent upon acceptance by the 
American public that undergoing genetic testing will lead to improved health outcomes. 
The independent review by the FDA of laboratory-developed tests will help establish 
whether tests are valid, and ensure that information from tests is accurately 
communicated to physicians and patients. 

I recognize that there are differences between a test kit shipped out to laboratories and 
a laboratory-developed test that is performed in a single laboratory. However, 
regardless of how and where the test is performed, the interests of health care providers 
and patients remain the same. They need to have the same degree of confidence that it 
is a high quality test, where the claims of its validity are substantiated by science, and 
its application to improve patient health established. Genetic tests therefore need to be 
independently evaluated by the FDA with the same rigor as tests marketed as kits. Such 
a level of scrutiny is especially important when tests are being used for guiding critical 
medical decisions, such as drug selection or dosage. 

The oversight of laboratory-developed tests is all the more urgent as new types of 
testing come onto the market. Whereas genetic testing previously involved looking for a 
single, well-characterized mutation or chromosomal abnormality known to be associated 
with a rare disorder, a much wider variety of testing methodologies is now employed. It 
is now possible to genotyped millions of genetic variants or sequence all 20,000 genes 
at once, uncovering scores of variants of uncertain clinical relevance. One type of test 
examines one letter changes in DNA sequence (known as single nucleotide 
polymorphisms [SNPs]), to obtain a result. Little may be known about the SNPs beyond 
the observation that their presence or absence correlates with slightly Increased or 
decreased disease risk. Another type of test detects not sequence but gene expression, 
where levels of activity of a number of genes are tested. In such scenarios, the analysis 
of the raw data and interpretation is more complex than, for example, the simple 
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inheritance of a well-characterized point mutation known to cause a disease. The 
ciinicai validity of such tests is often not clear to health care providers or patients. 

Impact of unregulated laboratory-developed tests on patient care 

I have had patients come to me with genetic tests that suggest slightly increased risks 
of atrial fibrillation or myocardial infarction but they are totally confused because their 
regular physicians do not know how to interpret results. They ask me whether they 
should take aspirin, beta blockers, cholesterol-lowering statins or blood thinners. These 
are medications with risks and benefits that must be carefully matched to individual 
patient risks. Statins have been well established to lower risk of heart attack in people 
with coronary artery disease or at high risk of it. A currently marketed genetic test 
purports to determine whether they are likely not to respond to a statin or to have higher 
risk of heart attack. The small studies that initially supported this claim have been 
completely debunked by much larger studies but the .marketing continues. Not taking a 
statin because a patient or their doctor believes falsely that they will not respond could 
contribute to a potentially fatal outcome. This cannot continue. 

FDA’s proposed regulatory framework for laboratory-developed tests 

The American Heart Association applauds the Food and Drug Administration (FDA) for 
its decision to reconsider its enforcement discretion with regard to the regulation of 
laboratory-developed tests— this is an important step in the right direction for patients. 

The American Heart Association has long been concerned by the unregulated 
marketing of genetic laboratory-developed tests. In a 2012 Association policy statement 
on genetics and cardiovascular disease, the Association notes that “all genetic tests, 
including laboratory-developed genetic tests, should be required to undergo 
independent review to confirm their analytic and clinical validity”. For some time now, 
the Association has expressed concern that there are significant gaps in the oversight of 
genetic testing, and that enhanced oversight is fundamental to ensure that new 
discoveries are translated into reliable informational tools for healthcare professionals 
and improved health outcomes for patients. 

The Association believes that ultimately it will be in the best interests of patients for 
laboratory-developed tests to be approved or cleared just as tests marketed as kits are 
currently regulated. One of the challenges the agency faces in regulating LDTs, of 
course, is that numerous tests are already on the market, and many are utilized as part 
of patient care. The Association recognizes that the agency may not currently have all 
the resources it would need to quickly review all currently marketed tests to determine 
through an approval or clearance process their safety and effectiveness. 
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I would urge the FDA to release the draft guidance as soon as the 60-day notice 
window expires so that all stakeholders have the ability to review and begin a public 
dialogue about how best to proceed. This is the right thing to do for patients. 

Conclusion 


Advanced diagnostics hold tremendous promise for patients, but the increasingly pivotal 
role of these diagnostics in patient care makes it imperative that their safety and 
effectiveness is assured by the FDA prior to use. The FDA standards are intended to 
reassure patients and providers on the reliability and usefulness of diagnostic tests and 
set clear parameters for developers of new tests. 

I sincerely thank you for giving me this opportunity to testify before you today. I would 
be happy to answer any questions you may have. 
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Mr. Pitts. The Chair thanks the gentleman. 

I now recognize Dr. Sawyers 5 minutes for opening statement. 

STATEMENT OF CHARLES SAWYERS, M.D. 

Dr. Sawyers. Good morning, Mr. Chairman and distinguished 
Members of the subcommittee. My name is Dr. Charles Sawyers. 
I am an oncologist and a cancer researcher, and the chair of a can- 
cer research department at Memorial Sloan Kettering Cancer Cen- 
ter in New York. I am also the immediate Past-President of the 
American Association for Cancer Research, or ACR, which is the 
world’s oldest and largest cancer research organization, with over 
35,000 members, representing basic translational, clinical research- 
ers, health care professionals, patients, and advocates in the U.S. 
and abroad, and I am honored to appear before you today. 

I want to begin by reminding us what a remarkable time it is 
in cancer research and with the development of many new cancer 
drugs. This all dovetails from our investment as a country in 1971 
to defeat cancer through the National Cancer Act. Now, more than 
4 decades later, this commitment is finally paying off. By my last 
count, over 45 new lifesaving cancer drugs were approved just in 
the last 10 years, including one just last Friday. 

So I want to point out three things that came together to make 
this slope of increase in cancer drug development happen so quick- 
ly over the last 10 years. First, we finally understand the cause of 
cancer. Cancer is a disease of mutant genes, and by knowing the 
names of those genes and how they cause cancer, we can discover 
new drugs that kill cancer cells by attacking them at their roots. 
The second is the human genome project. By knowing the names 
of all the genes in our DNA, we have been able to catalog over the 
last several years all the ones that are mutated in cancer. This 
knowledge teaches us that cancer is not just 10 or 20 different dis- 
eases called lung, colon, breast and prostate cancer, but hundreds 
of diseases defined by the mutant genes that cause them. This also 
empowers us to develop the drugs to treat each cancer more effec- 
tively. And the third is technology. Just 5 years ago, DNA sequenc- 
ing was so specialized that it could only be carried out in research 
settings, using highly curated tumor specimens, but today, this 
technology is routinely deployed in many of the major cancer cen- 
ters throughout our country, and tomorrow, this technology will be- 
come a routine part of workup of all cancer patients. 

I know this from firsthand experience. Fifteen years ago, I co-led 
the first clinical trial of a drug called Gleevec that is a highly effec- 
tive drug for a form of blood cancer known as chronic myeloid leu- 
kemia, or CML. All patients with CML have a very specific gene 
mutation, and prior to Gleevec, had a life expectancy of just a few 
years, but now CML patients live for decades simply by taking this 
pill once a day that targets the cancer cells without the side-effects 
of chemotherapy or radiation. In fact, many of the patients I treat- 
ed on the first clinical trial back in 1999 are alive and well today. 
And similar stories can be told for melanoma, lung cancer, colon 
cancer, and sarcoma and so on, and medical historians will look 
back and call this the golden age of cancer therapy. 

So why am I here today to talk about LDTs? Well, it is obvious, 
because diagnostics are critical to the success of this targeted can- 
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cer therapy. Indeed, as we have heard from many of the speakers 
today, the mantra of personalized medicine is the right drug for the 
right patient. And the FDA recognizes this and approves these new 
targeted cancer therapies in conjunction with the so-called com- 
panion diagnostic which we have heard about, which undergoes a 
rigorous validation process, just like the drug. Therefore, a safe, re- 
liable, and effective diagnostic test is as important as a safe, reli- 
able, and effective drug. 

Now, the problem is urgent because gene sequencing will soon 
become a routine part of cancer care. Hundreds of thousands, if not 
millions, of patients are going to be impacted by this technology in 
the coming years, and I think we all agree that physicians and pa- 
tients must be able to trust the claims made by the developers of 
these tests, especially when they are used to determine the treat- 
ment regimen for a cancer patient. Too much is at stake to com- 
promise on the regulatory standards that govern them. 

And gene sequencing technology is evolving very rapidly, one of 
the most innovative industries I have seen, and we are just at the 
tip of the iceberg of what may be possible. I think we will soon be 
able to detect cancer mutations in a single drop of blood. Many in- 
novative companies are entering the field and are looking for clar- 
ity from the FDA on how to commercialize these and related tech- 
nologies. Just as with drug approvals, a clearly-defined regulatory 
process will lead to greater innovation and investment. 

For all these reasons, ACR, which I represent, as well as my own 
experience in the cancer research field, I applaud the FDA for pro- 
posing a classification of LDTs based on the risks posed by the test 
to the patient. Having a single strict regulatory approval standard 
will reassure the American public that the tests used in a high-risk 
health care setting are safe, accurate, and effective, and will en- 
courage the private sector to invest in this promising area of medi- 
cine. 

I want to close by submitting for the record the ACR’s policy 
statement on the regulation of diagnostics entitled, reliable and ef- 
fective diagnostics are keys to accelerating personalized cancer 
medicine and transforming cancer care. 

Thank you. 

[The prepared statement of Dr. Sawyers follows:] 
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21st Century Cures: Examining the Regulation of Laboratory 
Developed Tests 

Testimony of Charles L. Sawyers, MD, Chair, Human Oncology and Pathogenesis 
Program, Memorial Sloan Kettering Cancer Center 

Good morning, Mr. Chairman and distinguished Members of the Subcommitlce. I am the 
immediate past president olThe American Association for Cancer Research (,\ACR), and serve 
as Chair of the Human Oncology and Pathogenesis Program at Memorial Sloan Kettering Cancer 
Center. I am honored to appear before you today to provide y ou with a perspective from the 
A.ACR on the recent notilieation offered by the Food and Drug Administration regarding the 
regulation of Laboratory Developed Tests (LDT.s). Spccilically, I will address the ways in which 
we believe this potential framework for regulatory oversight will protect patients, incentivize 
innovation, and advance the practice of personalized or precision inedicine. 

The mission of the AACR is to prevent and cure cancer through research, education, 
communication, and collaboration. Founded in 1907, the .A.ACR is the world’s oldest and largest 
cancer organization dedicated to accelerating advances in cancer research to benefit patients. 

The AACR’s membership includes more than 35.000 basic, translational, and clinical 
researchers, health care professionals, patients and patient advocates residing in the U.S. as well 
as 96 other countries. 

Because the AACR encompasses the entire continuum of cancer research and biomedical science 
- from the laboratory to the clinic including public policy - vve arc able to marshal the full 
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spectrum of expertise in the cancer community to accelerate progress in the prevention, 
detection, diagnosis, and treatment of cancer. 

Cancer researchers today are leading the way in the exciting area of personalized or precision 
medicine, where scientists are increasingly developing treatments that are precisely targeted to 
the unique molecular and genetic characteristics of an individual’s cancer. However, the success 
of these personalized treatments depends in no small measure on diagnostic tests that are 
reliable. 

The Promise of Personalized or Precision Medicine 

The knowledge of cancer’s underlying biological causes, enabled through sustained investment 
by the federal government, primarily through the National Institutes of Health, has catalyzed a 
shift from the classification of cancer by site oforigin. like lung or breast cancer, to classification 
by molecular subtype. This means that we are rapidly moving away from the era of one-size-fts- 
all cancer treatments that involve surgery, radiation, and chemotherapy, and are instead utilizing 
more sophi.sticated and highly innovative DNA sequencing technologies to provide patients with 
more oppominilies for targeted treatments and personalized or precision medicine. More and 
more, we are treating cancer patients based on the specife molecular characteristics of his or her 
tumor(s), which is increasingly determined using highly complex DN.A sequencing technologies. 
1 he promise of this approach is immense, and we are now ensuring that these advances are being 
applied to various forms of cancer with increasing speed and success. 
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I know the impact of molecularly targeted cancer therapy from firsthand experience, having led 
the first clinical trial of a drug called Gieevec that is highly effective in a form of blood cancer 
known as chronic myeloid leiikeinia. Patients with this formerly devastating disease now live for 
decades simply by taking a pill once a day that precisely targets the cancer cells. In fact, many of 
the patients I treated on the first clinical trial in 1999 are still alive and well today. 

Since the approval of Glcevec in 2001, many additional targeted therapies have been developed 
and approved tor a range of cancers; including previously deadly cancers -45 such personalized 
or precision medicines have gained FDA approval as of .Inly 3 1 this year'. The benefit of 
targeted cancer therapy is that we are able to hone in on specific mutations that drive the growth 
of a patient's tumor cells, thereby enhancing the chance ofa successful treatment response 
w ilhout the side effects of chemotherapy or radiation. I lowevcr. this sophisticated mechanism of 
action also means that these drugs are only effective in those patients whose tumors carry these 
mutations. Therefore, the success of these personalized or precision medicine treatments depends 
on accurately identifying patients with a particular mtitalioii before treating them with the 
appropriately matched drug. 'I'his is why the sophisticated new diagnostic tests that enable 
physicians to match the right drug.s to the right patients play .such a critical role in, cutting-edge 
cancer care. 

importunce of Accurate and Effective Diagnostics in Cancer Care 

That over 40 targeted cancer therapies have gained FDA approval over the past 1 0 years is a 

testament to the fact that we have a streamlined and effective regulatory process in the U.S. To 

ensure that the right patients receive a targeted drug, the FD.A approves targeted therapies in 

^ US Food and Drug Administration, Hematology/Oncoiogy (Cancer) Approvals; 3cces.sed on Sep. S, 2014 
http://www.fda.gov/drugs/informationondrugs/approveddrugs/ucfn279174,htm 
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conjunction with a diagnostic tool called a companion dia^noxlic, which provides physicians and 
patients with information that is essential for the safe and effective use of the therapy^. Drugs 
that are effective in a specilk sub-population of patients tire approved with the stipulation that 
the corresponding diagnostic lest must be used to identify the appropriate patients for treatment. 
Thus, it follows that the diagnostic tools used to detect the molecular alterations that form the 
basis of tailored or personalized cancer treatments are crucial for the safe and effective practice 
of personalized medicine. .*\ safe, reliable, accurate, and sensitive diagnostic test is as important 
as a safe, reliable, and effective drug. 

Different Paths to Market for Diagnostics 

In contrast to the single regulatory path to market for drugs, there are two very different paths to 
market for a diagnostic^. The first path is by gaining approval or clearance from the FDA which 
requires a sponsor to demonstrate proof of analytic and clinical validity as well as clinical utility 
of the test in some cases. This is the path by which companion diagnostics are currently 
approved, in conjunction with approval of a targeted therapy. The second path to market is when 
a te.st developer dcsign.s, manufactures and offers the lest w ithin a single laboratory as a 
laboratory developed test or an LDT, Because LDTs are not subject to the same level of scrutiny 
as diagnostics approved through the first regulatory path, there is less certainty and confidence in 
the accuracy of these products. This is particularly relevant for the highly sophisticated DNA 
sequencing technology based test.s that generate the information from tumor cells that form the 
basis for many companion diagnostic tests. 

^ US Food and Drug Administration. List of Cleared or Approved Companion Diagnostic Devices (In Vitro and 
Imaging Tools}; accessed on Sep. 5, 2014 

^ Sawyers CL, and van 't Veer, U. Reliable and Effective Diagnostics Are Keys to Accelerating Personalized Cancer 
Medicine and Transforming Cancer Care; A Policy Statemertt from the American Association for Cancer Research. 
Clin Can Res; Published Online First September 9, 2014; doi; 10. 1158/1078-0432. CCR-14-2295. 
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For a cancer patient, the consequences of an incorrect treatment recommendation made on the 
basis of a faulty diagnostic test arc unacceptable, since the patient may lose the opportunity to 
receive an effective treatment or may be exposed to side effects from a treatment that has little to 
no chance of benefit. Physicians and patients must be able to trust the claims made by 
developers of health care products, especially products that determine the treatment regimen for 
a cancer patient. 

A Single Regulatory Standard to Ensure Patient Safety and Retiahitity of Diagnostics 

Given the importance ofdiagnoslic tests to personalized cancer treatments, the AACR believes it 
is imperative that all diagnostic tests used to make high-risk treatment decisions, including the 
tailoring of an individual’s cancer treatment regimen, must be FDA-approved to ensure that 
these diagnostic tests are held to the highest regulatory and approval standards'*. Having a single, 
strict regulatory approval standard will reassure the American public that the tests used in high- 
risk health care decision-making, regardless of origin, are .safe, accurate, and effective. 

The FDA’s Proposed Framework for Regulatory Oversight ofLDTs 

The AACR welcomes the recent notification to Congres.s by I DA of its intent to phase-in a risk- 
based framework for regulatory oversight of laboratory developed tests^ We commend the KDA 
for taking a regulatory approach that puts patients first by proposing a classification of LD'fs 


Sawyers CL, and van 't Veer, U, Reliabie and Effective Diagnostics Are Keys to Accelerating Personalized Cancer 
Medicine and Transforming Cancer Care; A Policy Statement from the American Association for Cancer Research. 
Clin Can Res; Published Online First September 9, 2014; doi; 10.115S/107B ■0432.CCR'14-2295. 

^ US Food and Drug Administration. Notification to Congress and Anticipated Details of the Draft Guidance for 
Industry, Food and Drug Administration Staff and Clinical Laboratories; Framework for Regulatory Oversight of 
Laboratory Developed Tests (LDTs); accessed on Sep 5, 2014 

htto://www.fda.ROv/downloads/MedicalDevices/ProductsandMedi c5j Procedures/lnVitroDiaRnostics/uc.m407409 , 
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based on the risk posed by the test to the patient. We also note that the FDA plans to focus its 
efforts and appropriately utilize its resources by continuing to exert its policy of enforcement 
discretion over low-risk and routine laboratory procedures such as blood and urine analysis. As 
an organization of cancer scientists and physicians, we strongly support efficient and evidence- 
based regulatory policy making, and we look forward to doing the same with this proposal. 

The proposed framework strikes a thoughtful balance between protecting patient safety while 
promoting research and innovation in this rapidly evolving field in the following ways: 

• By prioritizing FD.A's initial oversight efforts to ensure that high-risk LDTs undergo pre- 
market review to assess the accuracy and safety ol'the test especially when there is an 
PDA-approved/cleared equivalent currently on the market; 

• By ensuring that this proposal wdll not adversely afleel ihe ability of researchers at 
academic medical re.search centers to develop new tests or conduct clinical research; 

• By ensuring that patient access to tests that have not ycl undergone FDA review wall not 
be obstructed in cases where there is not an equivalent FDA-approved or cleared test 

• By requiring adverse event reporting of LDFs and 

• By providing adequate time for laboratories and providers to be in compliance by phasing 
in the requirements over a period of nine years after the guidance is finalized. 

Conclusion 


Diagnostic tests are evolving to become more technically complex, and the complexity of these 
tests will only grow with the increasing use of next-generation sequencing or NCiS-bascd tests. 
Further, clinicians are increasingly relying on these compiex test results to make treatment 
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decisions. Therefore, patients and physicians should be confident in the test results that are 
forming the basi.s of high-risk treatment decisions, whether these tests are developed as an LDT 
or are kits approved by the FDA. Implementation of a risk-based framework by the FDA that 
would provide for evaluation of all high-risk molecular diagnostic tests would balance the need 
for encouraging innovative medical product development with the need for ensuring patient 
safety. Having a predictable and reliable regulatory environment is important for patients and 
for developers of diagnostic and drugs, since the success of a targeted therapy is inextricably 
linked to the successful development of its companion diagnostic test. Therefore, a single 
regulatory standard for high-risk diagnostic tests is crucial to ensuring the safety and efficacy of 
molecular diagnostic tests and the key to advancing personalized medicine. We are in the midst 
of an extremely promising age ol' innovative new cancer treatments. Genome sequencing and 
targeted treatments are revolutionizing the way we treat cancer patients and the way we develop 
cancer treatments. A robu.st, predictable, and reliable evidence-based regulatory framework will 
ensure that these 21‘' century cures will reach patients in an efficient and expeditious manner. 

ilUU 


About the American Association for Cancer Research 


Founded in 1907, the American Association for Cancer Research (AACR) is the world’s oldest 
and largest professional organization dedicated to advancing cancer research and its mission to 
prevent and cure cancer. AACR membership includes more than 35.000 laboratory, translational, 
and clinical researchers; population scientists; other health care professionals; and cancer 
advocates residing in more than 90 countries. The A.ACR marshals the full spectrum of expertise 
of the cancer community to accelerate progress in the prevention, biology, diagnosis, and 
treatment of cancer by annually convening more than 20 conferences and educational 
workshops, the largest of which is the .AACR Annual Meeting with more than 1 8.000 attendees. 
In addition, the AACR publishes eight peer-reviewed scientific journals and a magazine for 
cancer survivors, patients, and their caregivers. The AACR funds meritorious research directly as 
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well as in cooperation with numerous cancer organizations. As the scientific partner of Stand Up 
l o Cancer, the AACR provides expert peer review, grams adniini.stration, and .scientific 
oversight of team science and individual grants in cancer research that have the potential for 
near-term patient benefit. The AACR actively communicates w ith legislators and policymakers 
about the value of cancer research and related biomedical science in saving lives from cancer. 
For more information about the .AACR, visit www.AACR . oii’ . 
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Mr. Pitts. The Chair thanks the gentleman. 

Thanks to all the witnesses for your opening statements. 

I have a unanimous consent request. Submit for the record a let- 
ter dated September 8 from the Combination Products Coalition. 
Without objection, that will be entered into the record. 

[The information appears at the conclusion of the record.] 

Mr. Pitts. I will begin the questioning, and recognize myself 5 
minutes for that purpose. 

Mr. Fish, we will start with you. I have heard companies and 
past witnesses remark that regulatory uncertainty and a lack of in- 
centives in the diagnostics space have contributed to innovative 
products sitting on companies’ shelves. Do you believe this guid- 
ance document would address these issues or create more regu- 
latory uncertainty? 

Mr. Fish. Mr. Chairman, we believe that this proposed frame- 
work by the FDA would help reduce the current uncertainty in 
diagnostics by ensuring similar review for tests that present a simi- 
lar level of risk, and make it clearer for both laboratories and man- 
ufacturers alike what the path forward is to provide the clinical 
diagnostics to patients. So in our view, we believe this would help 
address the stifling of innovation we see under the current system. 

Mr. Pitts. Mr. Mertz, you state in your testimony that enhanc- 
ing CLIA may be the way to go. CMS, the agency that implements 
CLIA, recently stated, “CLIA does not address the clinical validity 
of any test, that is the accuracy with which the test identifies 
measures or predicts the presence or absence of a clinical condition 
or predisposition in a patient. On the other hand, FDA does.” CMS 
has clearly indicated that it does not want, nor could it handle, ad- 
ditional testing responsibilities authority in this area. Why are you 
still proposing it? 

Mr. Mertz. Thank you. And we have known over the years that 
CLIA has taken the position that they do not regulate clinical va- 
lidity. We actually believe under their statutory authority that they 
could, and the regulations on CLIA actually touch on that. They 
are required the clinical accuracy of the test, the performance of 
the tests are regulated. However, because there is this perceived 
gap that they do not regulate clinical validity, we have been very 
supportive for many years for modernizing CLIA, for strengthening 
CLIA so that it would specifically require CLIA to look at the clin- 
ical validity of all new laboratory-developed tests. We were sup- 
portive of Congressman Burgess’ bill, the Modernizing CLIA Act, 
which would specifically have an approval process for all new lab- 
oratory-developed tests, not just a few that the FDA will be able 
to look at, but they would review the clinical validity of all new lab- 
oratory-developed tests. 

In addition, I would touch on the resource issue that has been 
talked about today. The FDA is supported by — 20 to 30 percent of 
their funding is from the user fee. They only approved 23 tests. 
CLIA actually is funded 100 percent by a lab user fee, and a GAO 
report from a couple of years back indicated that they had $70 mil- 
lion in carryover money they hadn’t spent. They have a lot of re- 
sources there that they could use. The other thing is they — CLIA 
would not have to — FDA is proposing to duplicate all of the things 
underlying looking at clinical validity. They will have new inspec- 
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tions, new registration, licensing, labeling, all these things will be 
done a second time. You could very surgically, with CLIA, go in, 
add that clinical validity requirement, have adverse reporting, and 
it would be fully funded by the laboratory industry with the funds 
that we provide in the user fee. So we think that would actually 
be a much more effective way to guarantee the safety of these 
tests, and establish the clinical validity of them. 

Mr. Pitts. Thank you. 

I have a couple of questions for each of you. So regardless of 
whether you agree or disagree with the substance of the guidance, 
do you believe it would be a significant shift in longstanding Agen- 
cy policy and a departure from existing practice for the regulated 
industry? 

Mr. Fish, we will start with you. Just go down the line. 

Mr. Fish. So we concur with FDA’s assessment that this frame- 
work would represent a change in practice by the Agency, but not 
a change in regulation. Since the FDA is essentially not proposing 
to change any current regulation that applies to diagnostics, but 
simply to extend its enforcement of those regulations to laboratory 
test developers. So we share that opinion with FDA. 

Mr. Pitts. OK, and you can answer yes or no if you would like. 
Do you believe. Dr. Behrens Wilsey, that it would be a significant 
shift in longstanding Agency policy, and a departure from existing 
practice for the regulated industry? 

Ms. Behrens Wilsey. The Coalition does think it would be a sig- 
nificant shift and change in long-term policy, but that is the reason 
why we believe many of these questions need to be answered in ad- 
vance to finalizing guidance. 

Mr. Pitts. Mr. Mertz? 

Ms. Behrens Wilsey. And we think if that were the case, that 
it would go to resolving a lot of the issues. 

Mr. Pitts. Mr. Mertz? 

Mr. Mertz. We do think it would be a completely substantial 
shift in what they have regulated. From the time that the device 
amendments were enacted in 1976 until the early ’90s, they never 
said anything about regulating laboratory-developed tests, even 
while CLIA was being enacted in ’88. There was no mention in 
Congress, in FDA. They asserted absolutely no authority over lab- 
oratory-developed tests for 16 years after the Device Act, and there 
were many, many hundreds of LDTs being created at that time. So 
we think this is a significant shift in their policy. 

Mr. Pitts. Dr. Newton-Cheh? 

Dr. Newton-Cheh. Yes. This would be an important and signifi- 
cant shift in the practice of the FDA, exercising enforcement discre- 
tion, and it is welcome. 

Mr. Pitts. Dr. Sawyers? 

Dr. Sawyers. I would take a slightly different take. I don’t think 
it is a shift in the sense that companion diagnostics have been a 
standard part of the approval of targeted cancer drugs now for 
about 8 to 10 years. I think the shift, of course, is expanding that 
to LDTs that are measuring the same thing, but not subject to the 
same regulation. 
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Mr. Pitts. All right, and then the second question, we can go in 
the reverse order. Dr. Sawyers, do you believe FDA should estab- 
lish a new framework of this nature by guidance or regulation? 

Dr. Sawyers. I think guidance would be the start to get it right, 
as Dr. Shuren pointed out, through dialogue, and then I think it 
should move to regulation. 

Mr. Pitts. Dr. Newton-Cheh? 

Dr. Newton-Cheh. I think the FDA’s use of guidance is con- 
sistent with its past practices and its open to public comment 
seems acceptable. 

Mr. Pitts. Mr. Mertz? 

Mr. Mertz. Well, we question and challenge their statutory au- 
thority to even do guidance or regulation in this area. However, if 
they were to proceed, it definitely should be done through notice 
and comment rulemaking. 

Mr. Pitts. Dr. Behrens Wilsey? 

Ms. Behrens Wilsey. I am not an attorney and so I am not 
going to comment on FDA’s authority, but I will say that the Coali- 
tion believes that guidance could be an effective tool if used prop- 
erly and exercised properly. 

Mr. Pitts. Mr. Fish? 

Mr. Fish. As FDA has noted, it is not proposing to change exist- 
ing regulation, but simply to enforce it with respect to LDTs, and 
we concur with that assessment. 

Mr. Pitts. Thank you. 

The Chair recognizes Mr. Green 5 minutes for questions. 

Mr. Green. Thank you, Mr. Chairman, and thank our witnesses 
for being here. 

We have heard a great deal about the boom of innovation in 
LDTs since Congress enacted the Medical Device Amendments in 
1976. Over the last 4 decades, like many areas in medical innova- 
tion, the products used in patient care have significantly grown and 
evolved. When there are revolutionary advancements in health 
products, a new oversight framework tailored to the specific type 
of device or product may be warranted. Patient safety cuts both 
ways, ensuring a product is safe and effective, and also ensuring 
fostering innovation so clinical care improves over time. Since 1976, 
LDTs have evolved from being limited in number and relatively 
simple tasks primarily used to diagnose rare diseases and condi- 
tions. Today, they have increased in number, complexity, and ac- 
cessibility. 

I understand that nearly all FDA-approved and FDA-cleared test 
kits began as LDTs. Some of the innovation we have seen in LDTs 
base from labs developing new tests or modifying existing tests to 
meet patient needs. Yet, as the complexity and accessibility of 
highly sophisticated tests have grown, there is a need to promote 
continued innovation, while recognizing the risk of LDTs posed to 
patients is much greater than in the past. 

Mr. Fish, we have heard concerns that FDA oversight will stifle 
innovation for tests that are for rare diseases, and will slow patient 
access to new tests. Can you provide a response to these concerns, 
and how the FDA proposes to address this? 

Mr. Fish. Well, I think we recognize that any regulation comes 
with a burden, and we think the appropriate question is not wheth- 
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er or not there is a burden associated with regulation, but whether 
there is a rationale for that regulation and whether the burden is 
commensurate with a public health issue. And our feeling is that 
FDA is seeking to achieve, and largely is achieving through this 
framework, a balance between additional enforcement of regulation 
with respect to LDTs, and continued enforcement discretion. FDA 
has pointed out, I think pretty clearly in its framework, that with 
respect to a number of different categories of LDTs and settings in 
which LDTs are both developed and used, that it will continue to 
exercise enforcement discretion, thereby allowing LDT innovation 
to continue to flourish and serve patients in those settings. 

Mr. Green. OK. Mr. Mertz, I understand that once a test kit is 
FDA approved and enters the market, the laboratories may modify 
the kits, which is in many cases expanded uses that even improve 
tests. 

Can you speak to this, and how does the FDA proposal impact 
this practice? 

Mr. Mertz. Yes, thank you. And this is one of the areas we are 
very concerned about because, as has been pointed out, most of the 
LDTs, 1,000 or so new LDTs a year, most of them are created be- 
cause there is no FDA-approved kit, and the patient needs the test 
and there is no kit. For many others, most of the rest if there is 
a kit that was originally LDT, now it is an approved kit by the 
FDA, but it actually needs modifications in order to have it keep 
up with technology. And interestingly, the one example that Dr. 
Shuren said earlier was sort of a copy of a kit that was being used. 
He was actually referring to the BRAF test for melanoma patients, 
and he said the labs claim it was better. Well, in fact, if you look 
at the testimony by the AMA, in fact, the FDA-approved kit turns 
out that, because it was frozen in time, you have an approval proc- 
ess and that technology is frozen in time, that test cannot distin- 
guish between two different mutations for melanoma, and the AMA 
pointed out the clinicians, they actually must know that the spe- 
cific mutation, and really to detect the right mutation and to have 
the right treatment, they have to use the LDT modification of the 
BRAF test. 

We see many, many other cases of this where the original HIV 
test back in 1987, which was approved still has not been updated. 
It is the LDT that has served for 25 , 30 years now because that 
technology was frozen in time. So really the FDA-approved kit ac- 
tually never was the standard of care. And this is actually what 
most LDTs are either unmet need or they have actually made some 
change that is absolutely essential to clinicians in treating a pa- 
tient. 

Mr. Green. Do you believe that there should be premarket re- 
view of LDTs to ensure their safety and effectiveness? 

Mr. Mertz. Well, first of all, actually what the FDA is proposing 
is — in the case of high-risk LDTs is not premarket approval. 

Mr. Green. I know, but would you go as far as 

Mr. Mertz. OK, but in terms of our position — thank you. First 
of all, as I said before, we believe that the clinical validity of the 
test should be established. That is generally done within the lab, 
through the reviews of the crediting organizations, but to make it 
absolutely clear that it is, we supported legislation that would add 
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that requirement under CLIA to require all new laboratory-devel- 
oped tests, all 800 or 1,000 a year there are, to go through an ap- 
proval process at CLIA to establish the clinical validity. So yes we 
do, but we think that would be a much better way than doing it 
than duplicating CLIA again under FDA, and putting a much more 
burdensome process that will make it really, really untenable for 
most tests to go through that process. 

Mr. Green. Thank you. 

Mr. Chairman, I have one more question, if I could ask? 

Mr. Pitts. Go ahead. Proceed. 

Mr. Green. Mr. Fish, some of your fellow panelists have raised 
questions about whether the FDA has the authority to regulate 
LDTs, suggesting that LDTs are more akin to services provided by 
physicians than devices. I would like to ask your views. We heard 
today. Congress amended the Federal Food, Drug, and Cosmetic 
Act in 1976 to give the FDA authority over in vitro diagnostics, 
IVTs. Can you describe what the differences are, if any, between 
FDA-regulated IVTs and so-called laboratory-developed tests, and 
how do you respond to the claim that LDTs are not subject to FDA 
jurisdiction? 

Mr. Fish. Well, first of all, as you note, the statute clearly refers 
to medical devices as including in vitro diagnostic products, which 
are the equipment and materials used to produce in a test. Our 
view is that LDTs are the same as diagnostics produced by a man- 
ufacturer. The question of whether or not LDTs are solely services 
I think obscures the fact that when a laboratory performs a test, 
there is still a test at the heart of what it performs, analogous to 
a doctor’s office or a medical center providing chemotherapy. There 
is a service provided in the application of chemotherapy for a pa- 
tient, but there is still a drug at the center of what is being per- 
formed as a service. So our view is that LDTs, from a practical 
standpoint, still constitute a regulated article under the Medical 
Device Amendments, and FDA has made that case and we concur 
with it. 

Mr. Green. Thank you, Mr. Chairman, for your courtesy. 

Mr. Pitts. The Chair thanks the gentleman. 

I now recognize the Vice Chairman, Dr. Burgess, 5 minutes for 
questions. 

Mr. Burgess. Thank you, Mr. Chairman, and I do thank all of 
our witnesses for being here today. It is an important topic that we 
do need to discuss. 

Dr. Behrens Wilsey, let me just ask you a question about some- 
thing that could affect, say, the off-label use of a diagnostic. If you 
have a manufacturer-distributed test, the laboratory can use the 
test off-label in the practice of laboratory medicine, and that is not 
going to upset the FDA. But with a laboratory-developed test, if the 
FDA considers the laboratory to be a manufacturer, and considers 
the LDT service to be a device subject to the FDA’s labeling rules, 
this could raise concerns that the laboratory is promoting off-label 
use. 

From your perspective as an investor in laboratories performing 
laboratory-developed tests, how would this risk impact your deci- 
sion to invest in a particular company? 

Ms. Behrens Wilsey. Thank you. I appreciate this question. 
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This is a concern that the Coalition raised several years ago, and 
has discussed with the Food and Drug Administration, and the 
question that came up a little bit earlier today, and we greatly ap- 
preciate Dr. Shuren’s assurance that this issue would be resolved 
reasonably. However, what I would say, the longstanding practice 
of labs consulting with physicians about patient management based 
on the results of the test is actually a requirement under CLIA. 
And at the same time, if labs become manufacturers under FDA 
regulations, depending upon the label and the physician use of the 
information, the lab consultation could be considered off-label pro- 
motion. And what we believe needs to occur is we need to wrestle 
down specifically what precisely would constitute a consultation, 
and what would precisely constitute off-label promotion, or else 
there is no question that, as an investor, that would chill invest- 
ment in this area. That would be of great concern to investors. 

Mr. Burgess. Let me ask you a question. Mr. Mertz, I think, ref- 
erenced the disparity between the number of tests and the number 
of approvals. From the investment perspective, I am not a lawyer, 
I am not an investor, I am a physician, I simply live downstream 
from all of this, but from the investor perspective, what does that 
do when you are looking at whether or not to put money into one 
of these products, the vast number that are available, the few that 
have been approved through the FDA, if there is a furtherance of 
the FDA’s reach into this area, what is that likely to do? 

Mr. Mertz. So 

Mr. Burgess. Dr. Behrens Wilsey. 

Ms. Behrens Wilsey. I apologize. 

Mr. Burgess. Yes. 

Ms. Behrens Wilsey. I 

Mr. Burgess. From the investor’s perspective, this discrepancy 
between number of tests coming around and the number of approv- 
als, if the FDA’s grasp is indeed increased, what does that do to 
the viability from the investor community? 

Ms. Behrens Wilsey. We are very concerned about the number 
of tests. I was running out of time in my oral comments so that 
I didn’t cite the same numbers that were provided by ACLA. 

Having said that, we are very concerned. What would concern me 
as an investor is that you would create a very long line and a very 
protracted period of time in which these tests would have to go 
through the regulatory process. That absolutely would diminish in- 
terest in investing in this area. 

Mr. Burgess. And some of the financial return from a labora- 
tory-developed test is de minimis when you compare it to a block- 
buster pharmaceutical, is that not correct? 

Ms. Behrens Wilsey. Absolutely. I made the point earlier that 
the two most important issues affecting investors in financing com- 
panies that develop these types of tests are regulation and reim- 
bursement. And the quantity of evidence and the time in which you 
are required to develop that evidence so that you can provide it for 
the purposes of an FDA approval substantially lengthen the period 
in which you might generate some sort of a return. Actually, it sub- 
stantially generates the period in which you have any hope of even 
getting reimbursed. So that is a great concern, and one of the rea- 
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sons why this area does not have the same number of investors as 
the pharmaceutical area. 

Mr. Burgess. Mr. Mertz, I appreciate your comments about the 
legislation introduced in the last Congress. I haven’t planned to re- 
introduce it yet, just with that caveat, but when President Obama 
was Senator Obama and he introduced the bill that I put into the 
record this morning, the concept was the harmonization between 
CLIA and the FDA. Do you think that the bloom is off that rose, 
has that hour now passed and we are into a different realm where 
that is no longer possible? 

Mr. Mertz. No, and just interestingly, I was at ACLA when Sen- 
ator Obama introduced that, and it was in reaction, in part, to 
what the FDA was proposing on an earlier iteration of this guid- 
ance, the IVDMIA. They were going to regulate some of the LDTs, 
and it was in reaction to that and a much more measured approach 
which would rely on CLIA. But I don’t think it is too late to do this 
with CLIA. As we heard earlier, it is going to take the FDA 9 years 
to recreate all of this regulation within their realm. So, no, I 
think — and they could ramp up much more quickly at CLIA be- 
cause they have the foundation. 

If I could. Congressman, quickly on the investment issue. Of the 
many hundreds of new LDTs a year, some of them are created by 
small startups, they are investor-funded, but hundreds and hun- 
dreds of them are created by academic medical laboratories. There 
is a letter that the — that you have and the committee has from 23 
of the most esteemed medical institutions in the country, the Har- 
vards and Stanfords and all of them, and they are very concerned. 
They said FDA regulation of LDTs would stifle innovation and be 
contrary to public health. So they are not really funded by invest- 
ment capital. The Mayo Clinic, which is one of our members, they 
create over 100 new laboratory-developed tests a year, and they are 
worried that they are not going to be able to innovate. It is not 
even an investment capital issue. 

Mr. Burgess. OK, thank you, Mr. Chairman. I yield back. 

Mr. Pitts. The Chair thanks the gentleman, and now recognize 
the ranking member of the full committee, Mr. Waxman, 5 minutes 
for questions. 

Mr. Waxman. Thank you, Mr. Chairman. 

I don’t hear anybody on the panel argue that there shouldn’t be 
a very careful scrutiny of these tests. It seems like the question is 
who should do it; CLIA or the FDA, and I don’t think CLIA has 
the kind of expertise that we see at FDA. 

Dr. Sawyers, you note in your testimony that we have been able 
to shift from classifying cancers by their site of origin in the body, 
to classifying them by their molecular subtype. I think this exem- 
plifies the kinds of advances we need to capitalize on to further de- 
velop into targeted therapies for personalized medicine, and to 
speed new treatments to patients. However, we also see what was 
described in a 2011 New York Times article as a mini gold rush 
of companies trying to market tests based on the new techniques, 
at a time when the good science has not caught up with the finan- 
cial push. 

Mr. Chairman, Mr. Chairman, I would like to insert into the 
record that article from the New York Times dated July 7, 2011. 
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Mr. Pitts. Without objection, so ordered. 

[The information appears at the conclusion of the hearing.] 

Mr. Waxman. Thank you. 

Dr. Sawyers, as you note in your testimony, the success of a tar- 
geted therapy is inextricably linked to the successful development 
of its companion diagnostic test. You also note that implementation 
of FDA’s risk-based framework would balance the need for encour- 
aging innovative medical product development with the need for 
ensuring patient safety. 

Could you describe some of the harms you see from exempting 
lab-developed versions of these tests from FDA oversight, and some 
of the benefits you see from having them subject to FDA oversight? 
And as part of your answer, could you address whether you think 
FDA oversight will unnecessarily limit patient access to the best 
new tests? 

Dr. Sawyers. OK, well, I think that the benefit of having more 
oversight would be more confidence in what I will just call the me 
too tests that develop shortly after the approval of a companion di- 
agnostic. The details of what the regulatory requirement for ap- 
proval of those second generation tests is an important detail. It 
can’t be such a high bar that it impairs or harms second followers 
from joining in, but I see that this next generation cancer drugs de- 
velop in a similar way because there is a clear set of guidelines and 
developers know what they need to do. 

I also want to make a point about the ability to compare test re- 
sults across different centers and across even the world. A point I 
made was that cancer is now subdividing into hundreds of diseases, 
and so one medical center running an LDT in that clinical lab can’t 
easily compare the results from other labs. So a more uniform sort 
of trust in the sensitivity and specificity of tests would accelerate 
the post-approval understanding of what patients are most likely 
to benefit from what drugs. 

In terms of harm, the examples have been given earlier of tests 
that didn’t hold up to the light of day later on in subsequent publi- 
cations, as made by my colleague in cardiology in his oral state- 
ment. 

Mr. Waxman. Well, Dr. Newton-Cheh, do you want to comment 
on the question I asked or what Dr. Sawyers had to say? 

Dr. Newton-Cheh. Yes, I think — I mean by way of example, the 
American public has by and large supported FDA’s regulation of 
pharmaceuticals. They would not support rolling back to 19th Cen- 
tury Wild West where snake oil is indistinguishable from safe and 
effective therapies, and I think by the same token, they would not 
accept continuing unregulated LDTs in the 21st Century. I think 
to draw the 

Mr. Waxman. Why should FDA regulate it as opposed to CMS? 

Dr. Newton-Cheh. I think that is what FDA does. I mean FDA 
has structures in place with expert advisory committees, and con- 
sultation with stakeholders evaluating clinical claims, evaluating 
the literature. That is the business that they have been in, so I see 
testing as another component of clinical validity. I think CLIA his- 
torically has been focused on the laboratory structures, the certifi- 
cations, the personnel, and the precision of the measurement of 
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some biologic entity, but not necessarily the interpretation or appli- 
cation to medical therapy. 

But if I could also draw a distinction between oncology where tis- 
sue is obtained, a molecular specificity is observed, and a therapy 
is targeted to that molecule. Well, that is a greater degree of preci- 
sion than exists for cardiovascular disease. The two big killers are 
cancer and cardiovascular disease. Cardiovascular disease does not 
have such a precisely defined molecular understanding, and so 
there is, I think, a potentially greater harm for misapplying the in- 
ferences that are gained in oncology, where it has really been revo- 
lutionary, and I would say in cardiovascular disease it is about 10 
years behind, and much of the claims that are currently out there 
for genetic testing to predict response to therapies are just unsup- 
ported. 

Mr. Waxman. Thank you, Mr. Chairman. 

Mr. Pitts. The Chair thanks the gentleman. 

I now recognize the gentleman from Florida, Mr. Bilirakis, 5 
minutes for questions. 

Mr. Bilirakis. Yes, I guess it is working, OK. 

Mr. Mertz, some here are saying that the FDA’s intervention 
over laboratories is necessary to “level the playing field.” However, 
your testimony lays out that laboratories are already regulated by 
CMS, and have been for decades, and that the FDA’s actions may 
duplicate regulations rather than streamline then. Can you talk 
about the overlapping regulations and the problems that they could 
create? 

Mr. Mertz. Yes. Thank you, and I appreciate the question. 

And some of those who make that argument that it is unregu- 
lated, it is actually a bit of a myth because maybe I can just de- 
scribe it best in an example. One of my academic institutions, it is 
a big hospital and a lab, and they told me that the lab is actually — 
they consider it probably the most regulated part of the entire hos- 
pital, and others in the hospital look at the lab as being quite high- 
ly regulated. 

The other point I want to make is that a manufacturer and a lab- 
oratory service are very different, and I think a good example of 
that that people understand is that a laboratory-developed test is 
not a product, it is not an article, it is not a machine. Most pap 
smears historically are laboratory-developed tests, and this is 
where a specimen is taken from the patient, a slide is prepared, a 
cytologist looks at the slide to detect cancer. If it is positive, it will 
be reviewed by a pathologist. Then they make a determination, 
give it to the OB/GYN, and that is a laboratory-developed test, and 
it could be considered — there is some risk involved if that diagnosis 
is wrong. I don’t think many people would consider that procedure 
and that knowledge, and all of the physician involvement I just de- 
scribed, as a physical product that is sold commercially by a manu- 
facturer. So that is not a manufactured product, it is a process. So 
that is regulated as that. So we are regulated, they are regulated. 
We are fundamentally different. If you look at the regulations 
under GLIA, labs, they do, they regulate them as labs. The per- 
sonnel, the procedures, the specimen collection, the accuracy of the 
test, which is very important. You look at manufacturers, it is more 
about quality systems and the manufacturing process. It is a very 
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different process. But adding a whole second layer or a third regu- 
lation to laboratories is not leveling the playing field, it is making 
two different playing fields. It would make it very difficult to inno- 
vate, very expensive to innovate, and I would point out to others 
here that have brought up cases that — the KRAS test for colorectal 
cancer, there was — there has been — there was no test for 10 years 
for colorectal cancer until KRAS came along. The BRC for leu- 
kemia, that was a laboratory-developed test originally. A lot of 
them were laboratory-developed tests. So we are sort of playing on 
an entirely different field. We are regulated, and by adding another 
layer of regulation on top of labs is only going to stifle innovation. 

And finally, there are ways if clinical validity, we agree it needs 
to be addressed, you could add that to CLIA without duplicating 
the rest of the playing field. 

Mr. Bilirakis. Very good. 

Thank you, Mr. Chairman, I appreciate it. I yield back. Thank 
you, sir, for your testimony. 

Mr. Pitts. The Chair thanks the gentleman. 

I now recognize the vice chair of the full committee, Mrs. 
Blackburn, 5 minutes for questions. 

Mrs. Blackburn. Thank you, Mr. Chairman, and I thank each 
of you for being here, and I thank you for your patience. We appre- 
ciate that you are willing to come in and talk with us. 

We are focused on 21st Century Cures on medical innovation, 
and as I said earlier with Dr. Shuren, how do we preserve access 
to affordable health care for all Americans, because right now, the 
price is going up, the networks are narrowing, and it is becoming 
more difficult for so many individuals in so many parts of the coun- 
try to get that access they want. 

Mr. Fish, I want to come to you and stay pretty much with where 
Mr. Bilirakis is. Looking at how the diagnostics are approved the 
same as the medical devices, and I have heard from a lot of your 
AdvaMed Dx members, and they feel like this should be ap- 
proached differently, that the test should be approved and the 
diagnostics should be treated differently than medical devices. So 
do you support your members’ position in that they should be han- 
dled differently? 

Mr. Fish. AdvaMed Dx’s position currently is that we are com- 
fortable with FDA’s current regulation of diagnostics. I think one 
of the issues that has been recognized is that the diagnostics are 
different than other medical devices, and FDA I think has recog- 
nized that in terms of the kind of data and information that it re- 
quires to be provided to approve those diagnostics as safe and effec- 
tive, but we are currently comfortable with the existing regulatory 
system. I would say, furthermore, we thank the committee for its 
21st Century Cures Initiative, and as we always have in the past, 
if the committee is interested in exploring further any ideas around 
FDA’s ongoing or changing regulation of diagnostics, we would be 
very pleased to work with the committee on that. 

Mrs. Blackburn. Great, thank you. 

Dr. Behrens Wilsey, I want to come to you. I appreciated your 
comments in your testimony so much. Let me ask you this. You 
heard Dr. Shuren, and if you were providing guidance to the FDA 
as to how they were going to approach their regulation, trying to 
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get some regulatop^ certainty into the process, if you were to talk 
to them about reining in some of the mission creep that exists 
there, and also the LDTs, if you were talking to them about the 
LDTs and how that has impacted health care costs, what would 
you say to them? 

Ms. Behrens Wilsey. We would like to encourage greater dia- 
logue, as I mentioned earlier, before finalization of the guidance, in 
part, because there has been such a long period of time in which 
there has been enforcement discretion, because this would encour- 
age more dramatic changes in this area, and because this area is 
really not just exciting technologically, but the potential applica- 
tions now of the use of these technologies, not just by good actors 
but all actors, are becoming increasingly clearer and very impor- 
tant for the patient. So what we would really like to see, and what 
we would encourage by the FDA, is to work through greater levels 
of some of the details that would lay out in advance of any finaliza- 
tion of guidance, some of the very specific questions, many of which 
have been raised today in our discussion, so that there is a lot less 
that is assumed by how the FDA will approach answering those 
concerns and those questions after guidance is finalized, because at 
that point in time, the clock starts ticking. At that point in time, 
companies’ investors, everyone begins to risk the progress and the 
opportunity for these types of technologies, so that the lack of cer- 
tainty and the judgments that would occur after that are far less 
clear than what we think could occur between now and finalization 
of guidance. 

Mrs. Blackburn. OK, thank you. 

I yield back, Mr. Chairman. 

Mr. Pitts. The chair thanks the gentlelady. 

That concludes this first round. We will go to one follow-up per 
side. 

Dr. Burgess, you are recognized 5 minutes for a follow-up. 

Mr. Burgess. Thank you, Mr. Chairman. 

Dr. Behrens Wilsey, just before we leave that concept of guidance 
and guidance versus regulation, you heard Dr. Shuren’s response 
to my question, are we going with guidance because regulation ac- 
tually triggers a response from the Office of Management and 
Budget as to the financial impact. So I guess this is part of the 
problem. Why are we here talking about a regulatory guidance that 
apparently has been in the making since either 1976 or 2006, it is 
hard to follow, if the onus is so severe, why not proceed through 
a regulatory pathway, through that more established pathway, and 
let us do the economic analysis that I think, certainly from the in- 
vestment community, I think you would welcome that, would you 
not? 

Ms. Behrens Wilsey. Independent of rulemaking versus the 
guidance process, I would say that you could accomplish the same 
goal through both mechanisms. One important distinction being, of 
course, in rulemaking, the Food and Drug Administration has to 
respond to certain questions. On the question and the issue in the 
matter, I should say, of economics, I think that is an important 
question for everyone, whether FDA generates the numbers or col- 
laborates with others in generating those numbers, those are still 
very important considerations. In fact, we have discussed whether 
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we could put our hands on numbers that could be helpful through 
this process. So I would say independent of the process, we would 
encourage assessment on the economics. 

Mr. Burgess. But the economic assessment may be circumvented 
by the fact that it is done through guidance rather than through 
regulation. That was my point 

Ms. Behrens Wilsey. I understand that. 

Mr. Burgess [continuing]. In the earlier question. 

Ms. Behrens Wilsey. The distinction that I am making is that 
if FDA works through a reasonable process, in our opinion, they 
could perhaps not precisely end up in the same position as every- 
one would like them to through rulemaking, but we could certainly 
come much closer to that. Economics being one of the consider- 
ations. 

Mr. Burgess. Well, unfortunately, they may have given them- 
selves some enforcement discretion on their own purpose. 

Mr. Mertz, let me just ask you a question. It has come up several 
times on the issue of scalability at the FDA, and this 

Mr. Mertz. I am sorry? 

Mr. Burgess. Scalability 

Mr. Mertz. Yes. 

Mr. Burgess. We are talking about a very broad expansion into 
an area that is large and growing, and I think I heard you voice 
a concern are they actually ready to do this, and I have that con- 
cern and I asked Dr. Shuren and he assured me that they would, 
but realistically, as part of the Cures Initiative we have heard from 
people saying, look, one of the big problems with the FDA is their 
information architecture is so archaic, they have stuff that is writ- 
ten on paper records that should be digitized and in the digital age. 
So, again, I would ask you, because it obviously impacts your asso- 
ciation a great deal, do you think the FDA is ready for the scale 
of this undertaking? 

Mr. Mertz. No, and as we pointed out, and by the way. Dr. 
Shuren said we weren’t part of the MDUFA III negotiations, in 
fact, we were one of the stakeholders, so we became very familiar 
with the process and how much funding they had. 

As I mentioned, there are 11,000 complex labs, not 6,000. There 
are probably tens of thousands of laboratory-developed tests. We 
know that they only were able to look at 23 clear FDA-approved 
tests last year. Just the initial highest-risk tests they are talking 
about, we had heard some reports that they may look at 100 high- 
est-risk tests within the first year or so. That would be a a fivefold 
increase in the number of PMAs they would be doing in the first 
year. They have said there is no user fee, so they would have no 
additional money to do a fivefold increase in the number of PMAs. 
So we are concerned it would not only slow down innovation with 
LDTs, it could very well slow down the innovation in the FDA, the 
regular manufactured kits, so we are very concerned about that. 
We agree completely that the rulemaking would flush out the eco- 
nomic impact because until they define what high risk is, they 
won’t know how many LDTs they are going to have to look at. 
Until you know how many LDTs you are going to look at, you have 
no idea what the burden is on industry or the FDA. So I think re- 
quiring them to do the economic impact would really force them to 
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say what they are going to regulate and how many LDTs there are, 
and then it will expose the impact it will have on the laboratory 
industry and the FDA. 

Mr. Burgess. Thank you, Mr. Chairman, and I will yield back. 

Mr. Pitts. The Chair thanks the gentleman. 

I now recognize the ranking member of the committee, Mr. Wax- 
man, 5 minutes for a follow-up. 

Mr. Waxman. Well, thank you very much, Mr. Chairman. 

Dr. Sawyers, Mr. Mertz has testified if there were problems with 
LDTs, we would have more publicity about them. Do you agree 
with that? Would doctors and patients necessarily know if tests 
were not giving good advice for clinical decisions? 

Dr. Sawyers. Yes, I would disagree. I think it is possible because 
physicians are so busy and don’t know whether the tests they have 
ordered is an LDT or an FDA-approved cleared test, that they may 
not know, and if there is no requirement for reporting back, how 
would we know?So 

Mr. Waxman. Yes. 

Dr. Sawyers [continuing]. I think it is an unknown. 

Mr. Waxman. And, Dr. Newton-Cheh, how do you respond? Same 
question. 

Dr. Newton-Cheh. It is completely opaque. I think the current 
environment for the practice of health care is increasingly complex, 
and I think physicians, patients, payers, they are all critical stake- 
holders here, I think they really rely on having independent eval- 
uation of the claims that are associated with diagnostic tests. 

Mr. Waxman. Thanks. 

Mr. Fish, I would like to ask you a couple of quick questions. One 
often cited critique of FDA’s proposal to oversee LDTs is that CMS, 
under its CLIA authority, should regulate these tests, not FDA. 
How do you respond to this, and do you think that CMS regulatory 
authority for LDTs should be the sole regulatory authority? 

Mr. Fish. I think it is important to distinguish between what an 
ethical and competent laboratory currently probably does, as op- 
posed to what CLIA actually requires, and as Dr. Shuren pointed 
out, what CLIA currently requires is vastly different than what 
FDA requires. CLIA requires that laboratories follow good proc- 
esses and practices to ensure that their personnel are proficient, 
and that they have processes in place that ensure the good prac- 
tices when they perform their tests, but FDA, on the other hand, 
requires a number of aspects of laboratory testing that are not 
present in CLIA, including premarket review and approval of tests, 
it requires that there be a demonstration not only of analytical va- 
lidity but also clinical validity, in other words, is it meaningful to 
diagnosis, they require adverse event reporting and quality sys- 
tems regulation, and all of these aspects are missing from what 
CMS does. And given the questions around what agency is pre- 
pared to regulate LDTs, I think the answer is no agency is conceiv- 
ably as ready as FDA, and they — that is the appropriate agency to 
carry this out. 

Mr. Waxman. Yes. Let me ask you about this claim about in- 
creased regulatory oversight stifling innovation. How do you re- 
spond to this claim? I know some members of your trade associa- 
tion, AdvaMed Dx, have had the experience of having obtained 
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FDA approval for their LDT, only to find that the next day a lab- 
oratory launches a copy of that LDT without undergoing FDA re- 
view at all. Please describe your views on the impact that this situ- 
ation can have on innovation. 

Mr. Fish. I would first point out that as a core matter, regardless 
of how this situation gets reconciled, the current uncertainty in 
having two very different paths to market for the same test is 
something that shouldn’t stand as a matter of public policy, and it 
has ripple effects from a number of different standpoints. It has a 
ripple effect from the standpoint of investor certainty that we 
talked about, it has an impact on the competition that you just 
raised of LDTs coming out that purport to be the same as an FDA- 
cleared test, it has implications for clinician and patient trans- 
parency as well. So, again, regardless of the decision that is ulti- 
mately made, perhaps by Congress as well, this is just a situation 
that currently can’t stand. 

As far as innovation goes, FDA made a very important point 
when it said that it would not enforce regulations with regard to 
LDTs that are developed and used in the academic medical setting. 
Mr. Mertz referenced this letter that was sent by a number of lead- 
ing academic medical institutions. Shortly thereafter, FDA came 
out with its framework and explicitly said we are not worried about 
the tests that are being performed in those settings, we are con- 
cerned about stand-alone, independent laboratories developing 
tests that are outside the context of patient care. And that is the 
test where FDA is concerned. So I think they acknowledged that 
innovation could continue on LDTs in the academic medical setting. 

Mr. Waxman. FDA appears to be looking at prioritizing those 
tests with the greatest amount of potential harm to patients, and 
exempting a lot of other LDTs that might not be as serious. Do you 
think that is a reasonable way to prioritize the cases, or do you 
think there ought to be a rulemaking, every LDT ought to be sub- 
ject to every test and every evaluation? 

Mr. Fish. Well, I would first say, regarding rulemaking, if FDA 
were to proceed here by rulemaking instead of by guidance, there 
would be nothing new to say, it would simply say and you too, be- 
cause the regulations already exist. So it is not clear that there 
would be any rule to put forth. And FDA, I think, is taking exactly 
the right approach. We have called for years for all diagnostics to 
be regulated under a risk-based approach to ensure that the bur- 
dens of regulation are commensurate with the risks presented by 
those tests. 

Mr. Waxman. Yes. 

Dr. Behrens Wilsey, I thought your last few statements have 
been very wise. It seems to me what you are saying is you want 
to see what FDA is going to do, you are afraid it could stifle inno- 
vation, but you think, handled the appropriate way, it might not 
stifle innovation at all, is that a correct statement? 

Ms. Behrens Wilsey. Yes. I think even the improvements that 
we have seen in the proposed guidance 

Mr. Waxman. Yes. 

Ms. Behrens Wilsey [continuing]. Between 2006 and today, we 
have already seen some improvements, and we certainly heard 
from Dr. Shuren earlier, willingness to hear more, so I think 
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Mr. Waxman. Yes. 

Ms. Behrens Wilsey [continuing]. If we proceeded down a path 
that allowed greater transparency, allowed the opportunity and the 
time for all parties to discuss the issues, and actually give some 
specific answers to some of the questions that have been raised, I 
think we would find ourselves in a very good position. 

Mr. Waxman. Yes. 

Well, Mr. Chairman, I want to commend you on this hearing. I 
think just having this open hearing and getting different views and 
hearing concerns can help FDA, can help everybody make sure that 
the right thing is done, because we don’t want to stifle innovation, 
we do want these LDTs to continue, but we don’t — and you cer- 
tainly wouldn’t want investors to put money into something that 
could end up doing nothing, and might even harm people. So let 
us hope that this process will continue at FDA and we will get a 
good result. 

Thank you. Yield back my time. 

Mr. Pitts. The Chair thanks the gentleman. 

And on that note, that concludes the questioning at this time. 
Members will have follow-up questions. We will send them to you. 
We ask that you please respond promptly. I remind Members that 
they have 10 business days to submit questions for the record, and 
they should submit their questions by the close of business on 
Tuesday, September 23 . 

Very important, informative hearing. Thank you very much. 

Without objection, the subcommittee is adjourned. 

[Whereupon, at 12:25 p.m., the subcommittee was adjourned.] 

[Material submitted for inclusion in the record follows:] 

Prepared statement of Hon. Fred Upton 

Today marks the seventh Health Subcommittee hearing Chairman Pitts has con- 
vened as part of the bipartisan 21st Century Cures initiative. I would like to thank 
him again for his tireless work on this effort, including the exceptional roundtable 
he hosted in Lancaster, Pennsylvania, in late August that I had the pleasure to at- 
tend along with Ranking Member Pallone and Dr. Burgess. 

Over August and the early part of September, members from both sides of aisle 
held roundtables across the country to solicit feedback on accelerating cures and 
treatments for patients. This really has been a collaborative effort, and we need ev- 
eryone to continue providing us with specific ideas — none too big, none too small — 
about how we can make a significant reduction in the time and costs associated with 
the discovery, development, and delivery of safe and innovative new treatments and 
cures for patients who need them. 

Personalized medicine has really been a recurring theme throughout this entire 
discussion. According to the Personalized Medicine Coalition, “While the potential 
benefits of personalized [medicine] are straightforward-knowing what works, know- 
ing why it works, knowing whom it works for, and appl3dng that knowledge to ad- 
dress patient needs-the intervening variables that determine the pace of personal- 
ized medicine’s development and adoption are far more complex. Among those vari- 
ables are the laws and regulations that govern personalized medicine products and 
services used in clinical practice.” 

Today’s hearing is an important opportunity to hear from a variety of stake- 
holders about just that. Particularly since the mapping of the human genome, 
diagnostics provide researchers and clinicians with valuable tools to match the right 
patients with the right course of therapy. We must ensure that our laws and regula- 
tions keep pace so that innovation in this space continues and patients benefit from 
accurate and reliable tests. 

On July 31, 2014, FDA notified the committee that the agency intends to issue 
draft guidance to implement a new risk-based framework governing the review and 
oversight of laboratory developed tests. FDA has indicated for several years that it 
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planned on taking this step. Because it will have such a substantial impact on how 
these products and services are currently being used in practice, we required the 
agency notify the committee before moving forward This provision in the Food and 
Drug Administration Safety and Innovation Act was not an endorsement of such an 
approach but recognition of the fact that a number of legal, procedural, and sub- 
stantive questions about FDA’s role in this complex policy area remained out- 
standing. 

I thank Dr. Shuren and our other witnesses for their testimony about whether 
the agency has adequately addressed these issues and what role Congress can play 
in making sure that personalized medicine continues to flourish. 


Prepared statement oe Hon. Henry A. Waxman 

In 1976, Congress first passed a law making it clear that FDA should ensure that 
diagnostic tests were safe and effective. At that time, FDA decided that tests devel- 
oped and used by clinical laboratories, so called “laboratory developed tests” or 
“LDTs,” did not warrant oversight. They generally were made in small quantities 
and were used by local labs. FDA opted to conserve its scarce resources by refrain- 
ing from enforcing applicable medical device requirements against laboratories mak- 
ing LDTs. That was a policy that made a lot of sense at the time. 

Today, things are quite different. As we move closer to achieving a new system 
of personalized medicine, practitioners are increasingly using LDTs to help make 
critical treatment decisions. Choices about which chemotherapies or medicines to 
administer-or in some cases, to withhold treatment altogether-are being made every 
day on the basis of LDTs. 

Additionally, LDTs are no longer made in small local labs and used by physicians 
and pathologists working in a single institution responsible for a local patient popu- 
lation. FDA’s enforcement discretion policy has become untenable as LDTs are in- 
creasingly manufactured by large, national laboratory corporations, contain sophisti- 
cated technologies and complex algorithms, and are distributed and used throughout 
the country. 

I applaud the agency for finally taking formal action to change its LDT policy by 
issuing the notification of its impending guidance. It is a step that was long over- 
due. 

One of the primary reasons this step is overdue is that there is currently a regu- 
latory void surrounding these tests. The Centers for Medicare and Medicaid Services 
(CMS) oversees the laboratories that conduct testing, through the Clinical Labora- 
tory Improvement Amendments (CLIA). But CMS does not evaluate whether the 
tests are clinically reliable. In other words, under FDA’s enforcement discretion pol- 
icy, no one is looking at LDTs to assess whether they accurately identify, measure, 
or predict the presence or absence of a disease or condition in a patient. 

In today’s world of highly sophisticated tests, that is a situation no American pa- 
tient should tolerate. When a newly pregnant woman is given complex genetic tests 
to determine whether her unborn child is genetically predisposed to a serious dis- 
ease or condition, she expects that the tests have been found to be accurate. Yet 
many of these tests are being marketed without any oversight from our scientific 
experts at FDA. 

FDA is still in the early stages of its regulatory process, but from what I can tell, 
FDA is striking a reasonable balance. FDA is not proposing to oversee every LDT 
on the market. On the contrary, the agency is seeking to regulate only those LDTs 
that pose risks for patients if the tests are not clinically valid. And FDA is providing 
plenty of time and notice for companies marketing these tests to comply with any 
new requirements, most of which will be gradually phased in over the course of the 
next 10 years. 

I hope today’s hearing will allow our witnesses to exchange ideas about ways the 
draft guidance might be improved, including areas in which more detail could help 
answer questions about how FDA intends to oversee these tests and allay any con- 
cerns that have arisen. If useful suggestions are provided, I encourage FDA to con- 
sider them and take them into account as appropriate. 

But concerns about whether FDA is the appropriate regulatory body to oversee 
these tests in the first place are not well-founded. I strongly disagree with those 
who would assert that FDA lacks jurisdiction over LDTs and that CMS alone should 
regulate them under its CLIA authority. These tests are a type of “in vitro 
diagnostics,” that is, tests performed outside the body, for example on specimens 
taken from the body. In 1976, Congress amended the law to provide FDA with ex- 
plicit authority to regulate in vitro diagnostics. Congress did not differentiate FDA’s 
authority over such diagnostic tests based on what kind of entity makes them. 
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What is most important is the need for FDA involvement. CMS has stated that 
FDA is the agency with expertise in evaluating the clinical validity of these tests. 
CMS evaluates whether a particular test finds what it is supposed to find and 
whether labs conduct the test appropriately. But it does not evaluate whether what 
the test finds is clinically meaningful. 

It makes no sense to suggest that CMS should somehow take on FDA’s role over 
LDTs, while the FDA continues to oversee other medical devices. This would result 
in a staggering amount of bureaucratic duplication. That is not a wise approach for 
patients or teixpayers. 

LDTs offer great promise to improve human health. But we need to ensure that 
the public is protected against unsafe or ineffective LDTs. 

And that is why we should support FDA’s proposal to take a more assertive regu- 
latory stance over these tests. I look forward to hearing more from our witnesses on 
this today. 
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The American Medical Association (AMA) applauds (he U.S, House of Representatives 
Committee on Energy and Commerce Subcommittee on Health's (Subcommittee) efforts to 
identify policies that will accelerate the development and wide-spread clinical application of 
2 1 Century Cures. The AMA appreciates the opportunity to provide comments on the two 
central goals of this initiative — to encourage innovation and to embrace the rise of 
personalized medicine. The AMA shares the Subcommittee’s focus on achieving better 
clinical care for patients, better health for our communities, and lower costs through cures 
driven by the unprecedented rate of clinically significant genetic and genomic discovery 
applied to medical practice. Given the impact that personalized medicine is already having 
and is expected to have on patient testing and treatment in the future, it is critical that 
applicable frameworks for oversight and policies for coverage and payment of laboratory 
developed tests (LDTs) support rather than undermine these goals. 

In this statement, we wish to highlight the following: 

• LDTs are a critical part of the practice of medicine, drive innovation, provide a critical 
safety net to combat outbreaks of infectious diseases and bio-threats, and often constitute 
the only test option for patients with rare diseases where a large commercial market does 
not exist. 

• Clinical laboratories where LDTs are performed are currently regulated through federal, 
state, and, frequently, third party accreditation bodies. 

• The AMA supports congressional efforts to provide a federal agency w'ith the authority 
to assert greater oversight of laboratories for certain LDTs that the AMA has identified 
as high-risk --where incorrect results cause hami to patient and test methodology is not 
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transparent nor well understood (as in the case of tests that use complex algorithms to 
produce results, for example). 

• The AMA questions the FDA’s legal authority to regulate LDTs and, even if such 
authority exists, the significant changes proposed require notice and comment rule- 
making. 

• The FDA’s proposal as currently fashioned would prevent physicians from providing 
medical care that constitutes the most appropriate and clinically necessary care, severely 
limit patient access to life-saving tests, and slow innovation and integration of 
personalized medicine into modern medical practice, 

Wc urge the Subcommittee to carefully consider that nearly all Food and Drug 
Administration (FDA) approved or cleared commercial test kits began as procedures — 
LD'fs — in clinical laboratories regulated under the Clinical Laboratory Improvement 
Amendments of 1988 (CLIA). In fact, the number of I'DA-cleared or -approved tests 
represents an extremely small set of tests relative to LDTs. in addition, the AMA urges the 
Subcommittee to consider the impact of recent highly disruptive policy changes to coverage 
by federal health care programs including Medicare, Medicaid, and the VA, The new 
policies have resulted in major confusion, loss of access among Medicare, Medicaid, and 
VA patients to tests that represent the .standard of care, and have created ongoing instability. 
While the primary focus of today’s hearing concerns the FDA's congressional notice and 
accompanying draft guidance documents proposing to iinpose new regulatory requirements 
on physicians developing and offering LDTs. careful consideration should be given to the 
tsunami of policy changes underway related to pricing and coverage that have already 
chilled and undermined efforts to accelerate 21" Century Cures in this space. 

Laboratory Developed Tests: Overview 

The current regulation of laboratories primarily under CLiA allow physicians from varied 
medical specialties such as pathologists, oncologists, infectious disea.se specialists, and 
medical geneticists to rapidly and safely develop, improve, and modify laboratory medical 
practice in response to new and validated medical findings, public health challenges, and the 
individual testing needs of patients. As noted above, the overwhelming majority of 
laboratory te.sts provided in the U.S. are LDTs in contrast to the very limited number of 
commercial kits cleared or approved through the FDA, 

LDTs play an essential role in protecting the public health when there is an infectious 
disease outbreak, ensure the availability of diagnostic tools for rare diseases where a large- 
scale commercial market for kits does not exist, and accelerate innovation. LDTs also 
promote value, competition, and encourage the clinical application of patient-centric tests. 
Personalized medicine including the use of genetic tests and gene-based treatment 
modalities constitutes the practice of medicine. Given the training of physicians and their 
direct relationship to patients, physicians have a central role to play in the development of 
laws, regulations, and policies that impact the clinical implementation of personalized 
medicine, which includes genetic and genomic testing, the interpretation of testing within 
the clinical contc.xt, and identification of targeted therapies. Testing alone will not dictate 
patient treatment. Rather, a physician’s clinical expertise, including developing, validating, 
and performing a test along with interpreting the test results in the context of the patient’s 
condition and preferences, guide treatment options. The foregoing may frequently involve 
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the clinical expertise and judgment of a number of physicians and other highly trained 
medical experts. In short, physicians, patients, and LDTs are not widgets manufactured in a 
factory and shipped around the country. Instead LDTs reflect the highest level of clinical 
e.xpertise. including education and experience of physicians tailored to specific patient 
medical needs. 

LDTs Innovation Driver 

Physicians have played a key role in driving the ongoing di.scovery and rapid application of 
research validated clinical findings to patient care. The Institute of Medicine and others 
have wrestled with the unacceptably slow rate of adoption into medical practice of research 
findings with relevant clinical use. in area of personalized medicine, physicians and 
laboratories developing and validating LDTs have dramatically cut the seven to fifteen year 
lag in the application into clinical practice. Increasing the regulatory burden and duplicating 
existing regulation would likely slow significantly what is currently an area of medicine 
where such lengthy delays have been diminished. 

LDl's providing genetic and next-generation testing and screening have already become 
common in certain medical specialties. For instance, newborn screening is universal, and 
carrier, pre-implantation and prenatal testing is commonplace. These continue to improve 
with new discoveries and associated diagnostic/screcning improvements. For example, 
prenatal screening for some chromosomal abnormalities can now be done noninvasively by 
examining fetal DNA circulating in the mother's blood. Other areas where genetic and next 
generation .sequencing testing services and treatment have delivered game-changing results 
in clinical practice include infectious as well as rare diseases. The rapid translation ot new 
medical information into clinical practice via LDTs has most notably begun a transformation 
of oncology. A number of academic medical centers have announced well-funded initiatives 
to develop the infrastructure for widespread adoption of genomic-based testing and 

treatment in oncology -and they are not alone. .A large network of community-based 

oncology practices have also invested in the development of infrastructure that w'ill propel 
adoption of personalized medicine as a standard of care in testing, risk assessment, and 
treatment. 

In addition, it is important to highlight targeted therapeutics and companion tests. Targeted 
therapeutics, usually drugs or biologicals, are treatments designed to benefit a particular 
siibpopiilation, or whose use in another siibpopulation might be especially disadvantageous 
or require different dosing. Companion tests are accompanying laboratory testing 
procedures and professional services identifying or measuring genes, proteins, or other 
substances that delineate the siibpopulation that will derive benefit from the targeted 
therapeutic and yield important information on the proper course of treatment for a 
particular patient. 

There are a number of examples that underscore this point, but tests for the BRAF mutation 
stand-out. BRAF is a specific gene that can mutate and can cause normal cells to become 
cancerous. This mutation is frequently found in the aggressive form of skin cancer called 
melanoma, which has a poor prognosis in advanced stages. The BRAF mutation has also 
been found in colon, ovary, and thyroid cancers. A treatment was developed to specifically 
inhibit the BRAF gene mutation when it is known to be the cause of the cancer. In 2010, a 
clinical trial was performed to treat patients with advanced melanoma using a traditional 
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drug or a 8RAF inhibitor biological. The response rate to the BRAF inhibitor biological 
was 48 percent versus five percent with the traditional drug. At six months, 84 percent 
patients taking the BRAF inhibitor biological were still alive versus 64 percent of the 
patients receiving the standard treatment. In August 2011, the FDA approved for market the 
BR.AF inhibitor biological for use in patients with a specific BRAF mutation, demonstrating 
how urgent the need was for this treatment. The key to the treatment of this deadly form of 
skin cancer is ascertaining whether a BRAF gene mutation is present in the patient’s cancer 
cells. There are, however, different BRAF mutations, and treatment outcomes are impacted 
by which mutations are present, which include; 

V600E — estimated to account for 80 percent of BRAF mutations. 

V600K-" estimated to account for most of the remaining BRAF mutations. 

The FDA approved the BRAF inhibitor biological to treat the more common V600E 
mutation, and while it can be used to treat the V600K mutation, it is less effective and the 
treatment for this latter type of mutation considered an off-label use. It is critical to 
physicians and patients to know which BRAF mutation the patient has. However, the 
current FDA approved commercial kit for the BRAF mutation cannot distinguish between 
V600E and V600K. In contrast, the LDTs that physicians offer are designed to detect and 
dLstlngiiish the various mutations, making these tests more clinically relevant than the FDA 
commerciai kit. 

Testing for the BRAF mutation is an example of how pathologists, oncologists, medical 
geneticists, and other physicians engaged in laboratory medical practice are able to offer 
testing services to facilitate the rapid translation of new medical knowledge into clinical 
practice and provide patients access to the most up to date treatment options. Increasing the 
regulatory burden on laboratory medical practice will decrease patient access to most 
appropriate care and stifle the development of the next generation of tests that .save lives and 
decrease health care costs through targeted and precision medical treatments. 

Public Health Safetj' Network 

Burdensome additional regulation of LDTs will slow the ability of physicians and clinical 
laboratories to develop tests to respond to infectious disease epidemics and bio-threats in the 
future. As one physician noted to the CLIA Advisory Board "...the ability of clinical 
laboratories to respond as they did [to the H 1 N I epidemic] was very much tied to their 
ability to develop and validate their own assays, adhering to CLIA and CAP guidelines,”' 

In April 2009, an unknown respiratory outbreak emerged in the U.S. and Mexico. The virus 
was identified as H INI, which is a subtype of the Influenza A virus. The disease spread 
rapidly and there were over 2,000 cases reported by May, In June, the World Health 
Organization declared an MINI pandemic. By August 20 1 0 when the pandemic was 
declared over, the novel H 1 N 1 virus had spread to more than 2 1 4 countries and was the 
cause of death for over 1 8,000 people. A large number of CLIA regulated clinical 
laboratories employ physicians and other health care professionals who perform molecular 
testing for influenza on a routine basis. During the first week of the HlNl outbreak, an 
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informal survey of 43 laboratories by the Association of Molecular Pathology found that 40 
of them had LDTs that could distinguish Influenza A from influenza B and approximately 
16 laboratories had LDTs that could identity' HlNl from other HI viruses. Most results 
from these tests were available within 24 hours, speeding treatment of patients and decision- 
making by public health officials. Many of these laboratories were able to identify the 
existence and magnitude of the outbreak in advance of public health laboratories — in some 
cases many days in advance. The large nettvork of physicians and other health care 
professionals in academic and community hospital laboratories throughout the U.S. who 
were able to develop and validate molecular tests in the first week of the outbreak to rule out 
HlNl as the cause of a patient’s illness played a critical rule in controlling the HlNl 
pandemic. The FDA did not have an approved commercial kit available for broad public 
use. It is essential to emphasize that efforts to shrink the number of laboratories or even to 
prevent physicians from offering such tests when competing FDA commercial kits exist 
degrades the capability of the nation’s physicians and clinical laboratories to address the 
ever growing public health danger presented by the outbreak of infectious diseases and bio- 
threat. Creating legislative or regulatory exceptions for LDTs fails to account for the skill 
and expertise and experienced required to develop and validate such tests. 

Current LDT Oversight and Regulation 

Clinical laboratories have been subject to extensive federal and to lesser e.xtent, except in 
New York, state laws and peer review "deemed” authorities. Presently, commercialized test 
kits that are manufactured and shipped to laboratories are regulated by the FDA, and testing 
services offered by physicians fall under the purview of laboratories, which are subject to 
CLIA oversight. Most testing in the U.S. is subject to the oversight of the College of 
American Pathologist (CAP) accreditation program, the Stale ofNew York program, or 
another accreditation program, which by law have the authority to deem laboratories 
compliant with CLIA. Both New York Stale and the CAP require that laboratories 
demon-strate the clinical validity of tests they offer and both demand considerably more from 
laboratories than CLIA requires. 

AMA’s Framework for Oversight 

Assuring the quality of laboratory tests is important in delivering optimal care to patients. 
Accordingly, the AMA supports an oversight framework for LDTs including tests for 
genetic and acquired mutations that will ensure accuracy, reliability, and validity. An 
oversight framework should recognize the importance of the physician’s role in the practice 
of medicine, and should not unduly restrict access to tests that physicians deem necessary 
and appropriate in the care of their patients. 

The AMA supports a tiered, risk-based approach that confers assurance of analytic and 
clinical validity for all LDTs including genetic tests, but this does not mean such a 
framework serves as an endorsement of FDA oversight and regulation. Rather, the AMA 
would strongly support efforts to modernize the CLIA oversight infrastructure and enhance 
CUA authorities. Risk should be determined by the potential for a misinterpreted result to 
cause harm to patient, and by lest characteristics, e.g„ lest methodology that is not 
transparent nor well understood (as in the case of tests that use complex algorithms to 
produce results) would be in highest risk category. Any new oversight measures must be 
developed in collaboration with physicians and other health care providers who have 
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experience in accreditation and proficiency testing for laboratories conducting genetic tests, 
such as CAP and ACMG, for example. The oversight must preserve the clinical discretion 
of physician to choose test that he/she determines is appropriate for the clinical situation, 
whether or not it is a LDT or is FDA approved/ cleared. Furthermore, the labeling of drugs 
or biologicals for which tests inform indication and dosage decisions should not include the 
brand name of the test, nor make stipulations that the drug can only be prescribed with the 
prior use of an FDA-approved/cleared test. 

The FDA Notice and Proposed Guidance Documents 

The AMA has two broad legal concerns and a host of specific substantive clinical questions 
about the proposed guidance that we look forward to discussing with the agency. First, 
however, the AM.A .strongly urges this Subcommittee to consider the compelling need to 
avoid duplicative and confusing regulation by two federal agencies, a number of states, and 
accreditation bodies with deeming authority. The FDA has proposed a framework for 
regulation of LDTs, but has not clarified or coordinated with CMS, which is charged with 
administering CLIA compliance. 

■lust as Congress charged the FDA, the Federal Communications Commission, and the U.S. 
Department of Health & Human Services Office of the National Coordinator for Health 
Information Technology to develop a proposed regulatory framework for digital health to 
avoid duplicative and burdensome regulation, there is similarly an urgent need to, at a 
minimum, require CMS and the FDA to engage major stakeholders in a similarly transparent 
process and propose a framework that clearly and speciilcity identifies areas where the 
agencies will avoid duplicative, contradictory, and ambiguous oversight. 

First, the AMA questions the FDA’s legal standing to regulate LDTs. LDTs are not medical 
devices as defined in the Food. Drug, and Cosmetics Act (I'DCA). LDTs are procedures for 
performing a test using inputs — reagents and laboratory equipment (which are regulated by 
the FDA). LDTs represent the technical expertise and clinical Judgment of the physician 
who developed and validated the test. As a result, a LDT cannot be shipped to another 
laboratory nor are they manufactured. LDTs are procedures performed in a single 
laboratory and physicians continue to be legally responsible and accountable for LDTs. 

Second, even assuming that the agency does have statutory authority, the agency in the past, 
through regulation finalized after notice and comment exprc.ssly limited the scope of its LDT 
regulation. As a result, the agency is precluded by well-eslabiished administrative law 
principles from imposing new and significant substantive changes through guidance 
documents. This is all tlie more important as the physician.s. other health care professionals, 
and laboratories that the agency proposes to regulate arc not manufacturers; therefore, there 
are a number of requirements that apply to medical devices — that do not have an obvious 
application to laboratory medical practice. If the agency does proceed with the current draft 
proposal, the AMA intends to strongly urge the agency to issue the new requirement through 
notice and comment, it is essential that an economic impact analysis is completed and 
analysis released outlining the anticipated impact of the new regulatory burdens on impacted 
stakehoiders. Furthermore, given the large number ol' LDTs and the exceedingly small 
number of commercial kits that the FDA has approved, ■'cleared, the AMA also would 
strongly urge the FDA and Congress to consider whether the agency has the requisite 
capacity to regulate in this space. The FDA has assumed a number of substantial new 
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regulatory authorities and has rapidly grown over a very short period of time in the past 
several years. There is a real danger that the relatively small number of existing FDA staff 
charged with oversight of commercial kits will not be adequate and scaling capacity with 
qualified and experienced individuals difficult given the expertise required. 

On the substantive, front, the proposed framework provides that enforcement authority will 
be exercised for LDTs for rare diseases, "traditional” LDTs offered by a health care facility 
for a patient who is being diagnosed and/or treated at the same health care facility or the 
health system, and LDTs offered where no FDA approved or cleared commercial kit exists. 
We support the foregoing carve outs broadly speaking. However, the FDA's proposed 
limitations of these carve outs are extreme and inadequate. The AMA also finds the FDA’s 
proposed treatment of LDTs where FDA commercial kit has been approved, troubling and 
contrary to efforts to innovate and provide the most appropriate medical care as 
demonstrated by the BRAF e.xample provided above. Finally, the FDA’s proposed listing 
requirements for LDTs will represent a major regulatory and cost burden for physicians and 
laboratories. The list of information required is quite long, requiring every physician and 
laboratory in the United States to complete notification for every test they perform, even if 
those te.sts that qualify under one of the carve-outs. 


We appreciate the Subcommittee’s critical role in advancing policies that accelerate and 
support the development and application of2L' Century tests and treatments into clinical 
practice and look forward to working with the Health Subcommittee, Congress, patients, 
regulators, and insurers to realize the promise of personalized medicine. 
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CLIA Overview... 

What is CMS' authority regarding Laboratory Developed Tests (LDTs) and how does it differ 
from FDA's authority? 

The Clinical Laboratory Improvement Amendments {CLIA) program regulates laboratories that 
perform testing on patient specimens in order to ensure accurate and reliable test results . The 
FDA regulates manufacturers and devices under the Federal Food, Drug, and Cosmetic Act 
fFFDCA) to ensure that devices. includinR those intended for use in the diagnosis of disease or 
other conditions, or in the cure, mitigation, treatment, or prevention of disease, are reasonably 
safe and effective. 


The FDA defines a Laboratory Developed Test (LDT) as an in vitro diagnostic test that is 
manufactured by and used within a single laboratory (i.e. a laboratory with a single CLIA 
certificate). LDTs are also sometimes called in-house developed tests, or "home brew" tests. 
Similar to other in vitro diagnostic tests, LDTs are considered "devices," as defined by the 
FFDCA, and are therefore subject to regulatory oversight by FDA. 

When a laboratory develops a test system such as an LDT in-house without receiving FDA 
clearance or approval, CLIA prohibits the release of any test results prior to the laboratory 
establishing certain performance characteristics relating to analytical validity for the use of that 
test system in the laboratory's own environment, see 42 CFR 493.1253(b)(2) (establishment of 
performance specifications). This analytical validation is limited, however, to the specific 
conditions, staff, equipment and patient population of the particular laboratory, so the findings 
of these laboratory-specific analytical validation are not meaningful outside of the laboratory 
that did the analysis. Furthermore, the laboratory's analytical validation of LDTs is reviewed 
during its routine biennial survey - after the laboratory has already started testing. 

In contrast, the FDA's review of analytical validity is done prior to the marketing of the test 
system, and therefore, prior to the use of the test system on patient specimens in the clinical 
diagnosis/treatment context. Moreover, the FDA's premarket clearance and approval 
processes assess the analytical validity of a test system in greater depth and scope. The FDA's 
processes also assess clinical validity, which is the accuracy with which the test identifies, 
measures, or predicts the presence or absence of a clinical condition or predisposition in a 
patient, as part of the review that is focused on the safety and effectiveness of the test system. 
Furthermore, unlike the FDA regulatory scheme, CMS' CLIA program does not address the 
clinical validity of any test. 

Thus, the two agencies' regulatory schemes are different in focus, scope and purpose, but they 
are intended to be complementary. 


V. 2013.10.22 
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Laboratory Developed Tests (LDTs) 
Frequently Asked Questions 


1. What is a Laboratory Developed Test? 

The FDA defines a Laboratory Developed Test (LDT) as an in vitro diagnostic test that is 
manufactured by and used within a single laboratory (i.e. a laboratory with a single CLIA 
certificate). LDTs are also referred to as in-house developed tests or "home brew" tests. 

2. What is the difference between the CMS' authority versus FDA's authority regarding LDTs? 

The Clinical Laboratory Improvement Amendments (CLIA) program regulates laboratories to 
ensure accurate and reliable test results when laboratories perform testing on patient 
specimens. The FDA regulates manufacturers and devices under the Federal Food, Drug, and 
Cosmetic Act (FFDCA) to ensure that devices, including those intended for use in the diagnosis 
of disease or other conditions, or in the cure, mitigation, treatment, or prevention of disease, 
are reasonably safe and effective . 

Similar to other in vitro diagnostic tests, LDTs are considered "devices," as defined by the 
FFDCA, and are therefore subject to regulatory oversight by FDA. Although the FFDCA requires 
manufacturers of all in vitro diagnostic devices (IVDs), including LDTs, to comply with the 
regulatory requirements governing device safety and effectiveness (such as quality controls for 
device design and other aspects of device manufacturing, premarket ciearance/approval, etc.), 
the FDA has generally exercised enforcement discretion so that the agency has generally not 
enforced these requirements for LDTs. LDTs, therefore, generally have not undergone FDA 
premarket review, which assures both the analytical validity (e.g. analytical specificity and 
sensitivity, accuracy and precision) and clinical validity of IVDs. 

Under the CLIA regulations, when a laboratory uses a test system that has not received FDA 
clearance or approval, such as a LDT, the laboratory may not release any test results prior to 
establishing certain performance characteristics relating to analytical validity for the use of that 
test system in the laboratory's own environment, see 42 CFR 493.1253(b)(2) (establishment of 
performance specifications). CLIA and its implementing regulations do not affect FDA's 
authority under the FDCA to regulate LDTs or other devices used by laboratories. 

Further, CMS' CLIA program does not address the clinical validity of any test - that is, the 
accuracy with which the test identifies, measures, or predicts the presence or absence of a 
clinical condition or predisposition in a patient. On the other hand, FDA evaluates the clinical 
validity of a test under its premarket clearance and approval processes and as a result, has 
expertise in this area. In other words, the FDCA encompasses clinical validity whereas CLIA 
does not. 


V. 2013.10.22 



154 


Thus, the regulatory schemes of the two agencies are different in focus, scope and purpose, but 
the two schemes are intended to be complementary. 

3. What does CMS CLIA require for analytical validity for LDTs? 

The analytical validation under CLIA looks at the performance characteristics of a test used to 
describe the quality of patient test results, and includes an analysis of accuracy, precision, 
analytical sensitivity, analytical specificity, reportable range, reference interval, and any other 
performance characteristics required for the test system in the laboratory that intends to use it. 
This analytical validation is limited to the specific conditions, staff, equipment and patient 
population of the particular laboratory, so the findings of these laboratory-specific analytical 
validation are not meaningful outside of the laboratory that did the analysis. 

4. What is the difference between the CMS' analytical validity review versus the FDA's 
analytical validity review for LDTs? 

The CMS' analytical validity review is intended to determine if a specific test finds what it is 
supposed to find (i.e. the analyte it is intended to detect) when laboratories perform testing on 
patient specimens. Therefore, the analytical validation must be performed by the laboratory 
intending to use the test on patient specimens. Furthermore, the laboratory's analytical 
validation of a LDT is reviewed during its routine biennial survey -after the laboratory has 
already started testing. Moreover, the routine CLIA survey does not include a review of the 
clinical validation of a LDT -that is, the accuracy with which the test identifies, measures, or 
predicts the presence or absence of a clinical condition or predisposition in a patient. 

In contrast, the FDA's review of analytical validity is done prior to the marketing of the test 
system, and therefore, prior to the use of the test system on patient specimens in the clinical 
diagnosis/treatment context. Further, the FDA's analytical validity review is more In-depth and 
more comprehensive than that of the CLIA program, and it is focused on the test system's 
safety and effectiveness. As a result, FDA review may uncover errors in test design or other 
problems with a test system. Also, while CMS' CLIA program does not address the clinical 
validity of any test, FDA's premarket review of a test system includes an assessment of clinical 
validity. 

5. What does CMS CLIA require for laboratories performing LDTs? 

The CLIA requirements are based on the test complexity; the more complex the test is to 
perform, the more stringent the requirements. LDTs are considered high complexity tests. 
Therefore, the laboratory must meet all applicable CLIA requirements for high complexity 
testing. 


V, 2013.10.22 



Comments of Small Biotechnology Business Coalition’ 

For the September 9, 2014 
House Energy & Commerce Committee Hearing; 

21st Century Cures: Examining the Regulation of Laboratory Developed Tests 


Small biotechnology companies are the primary developers of innovative diagnostic tests 
that address unmet medical needs. We estimate that there are over 800 small companies 
in the U.S, developing and validating tests to aid in earlier and more definitive diagnosis and 
in therapeutic decision making. 

On July 31, 2014, the Food and Drug Administration (FDA) notified Congress that it intends 
to issue Draft Guidance to regulate Laboratory Developed Tests (LDTs). A widespread 
concern among small diagnostics companies is that the high costs of compliance with these 
anticipated regulations in the face of unpredictable commercial returns would prevent them 
from attracting the capital needed to bring their products to market. Our companies 
already face general disinterest from the venture capital community as a result of very low 
reimbursement rates for diagnostic test coupled with the difficulty of obtaining patent 
protection for novel biomarkers or test as a result of two recent U.S. Supreme Decisions 
that considerably narrowed patent protection for this subject matter.^ 

FDA regulation of LDTs should not be permitted to progress unless exemptions are 
provided for small companies developing innovative tests that address unmet 
medical needs. Our organization is proposing a new regulatory mechanism for 
simultaneously encouraging innovation while at the same time protecting patients and 
delivering tests that can substantially improve disease outcomes. This concept is modeled 
after the FDA’s Small Business Nutrition Labelling Exemption and the Humanitarian Device 
Exemption 


' :^^aw,Smj3iiBigtechCoa^^^^ The SBBC was founded in February 2010 to promote government 
policies that aid the estimated 2000+ independently owned, privately held small biotech companies. The 
vast majority of these companies are financed through the SBIR program and individual ("Angel”) 
investors rather than VCs. 
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The proposed exemption would apply to innovative tests developed by small buslnessss 
that would otherwise be deemed to be Class HI diagnostics (most complex, high risk and 
novel intended uses) requiring premarket approval (PMA). These diagnostics — to be known 
as —’’Small Business Developed Innovative Tests” or — “SBDIT’s — could instead be 
subject to a new — “provisional PMA" that would permit marketing and administration of the 
test to up to 8,000 U,S. patients per year or $8 million in’ annual revenue. 

An application for a small business provisional PMA would be similar in both form and 
content to a regular PMA application, but without the same amount of clinical trial data 
typically required for PMAs. FDA could reject only those applications that pose an 
unreasonable or significant risk to patients, and where the likely benefit to health is clearly 
outweighed by the risks, taking into account the probable risks and benefits of currently 
available devices or alternative testing paradigms. Additionally, the applicant must 
demonstrate that no comparable tests are on the market, and that they could not otherwise 
bear the cost of a traditional PMA. In this regard the standard would be very similar to that 
of a Humanitarian Device Exemption (HDE). 

This exemption would help break the ''Catch-22” facing most innovative smalt diagnostics 
companies who face the challenge of accessing capital to fund expensive clinical studies 
without conclusive evidence that their test will gain regulatory approval and marketplace 
acceptance. 

Data derived from the first few years of marketing could be collected and analyzed 
becoming the equivalent of a targe scale, prospective clinical study that would otherwise be 
prohibitively expensive for small companies. During this provisional period companies 
could ascertain market demand for their test and in some cases obtain reimbursement from 
CMS and/or private payers. This would significantly decrease uncertainty for investors 
permitting the company to more readily obtain funding for more research and development 
and product improvernents. 

The Humanitarian Device Exemption (HDE) was established based on the recognition that 
companies' research and development costs typically exceed their market returns for 
devices and diagnostics addressing small patient populations (under 4,000 U.S. patients 
per year). HDEs provide an incentive for the development of products for these diseases by 
eliminating the requirement of proving efficacy. The economic rationale for HDEs also 
supports similar incentives for small business notwithstanding the fact that the later 
ultimately may address substantially larger markets. Investigational Device Exemptions 
(IDEs) are designed for devices and diagnostics for which effectiveness data is being 
gathered prior to marketing. The proposed small business exception also permits the 
gathering of this data but in the context of a limited initial marketing campaign to early 
adopters. 
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linites:! States Heuse of Representatives 
Commiuee on Ei!efg>' and Commerce, Subcommittee on Health 

Hearing on 

“2 1 St Centnty Cures; Rxamimng the Reguiation of Laboraiory Developed Tests’* 

Written restimbny submiltcd by 
Association for Molecular PaihologS' 

September 9, 20 14 

Dear Chairman Pitts and Ranking Member Pallone, , 

Thank you for the opportunity to submit written tevStimony for the hearing titled, “2 1st Century Cures: Examining 
the F(.egula!ion of LafAiratotv Developed Tests.” The Association for Molecular Pathology (AMP) is an 
internationai medical professional association representing approximately 2J00 physicians, doctoral scientists,, 
and medical technologists who perform or are involved with laboratory testing based on knowledge derived from 
molecular biology, genetics and genomics. Membership includes professionals from the governirient, academic 
and commercial clinical iahoratorics, community hospitals, and the in vUro diagnostics industry. 


AMP has been an active participant in the ongoing discussion among policymakers and other stakeholders on the 
oversight and regulation of laboratory' developed tests (LDTs). The Association has provided public comments to 
the Food and Dmg Administration (FDA) many times over the past ten years and in January 2014, AMP 
published a revised position sratemeni on the oversiglit and regulation of moiccular-hascd l.DTs.‘ We encourage 
the Committee to review this new position statement a.s it considers policy on the issue, We are very pleased that 
yon are holding a hearing on this important topic today. 

The FDA’s Noliilcatioh to Congress to cstabli.sh a framework to regiilate LDTs Is a. very dramatic shift from the 
Agency’s current position of enforcement tliscrelion. il is an historic break from the traditional regulation of . 
clinical laboratories, the basis lor which has been the Clinical Laboratory Improvetnent Amendments of 1988. .. 
(CLIA) and state level reqturemenis. We believe the FDA’s proposal to regulate clinical laboratories is 
unjustiUed and w'iif be detrimental to both patients and providers, .As such, the FDA should engage in a very 
transparent and open process of formal rulemaking, with multiple opportunities to provide public comment prior 
to embarking on this course. Additionally, w'e believe FD..A’s proposed framework would impose a substantial 
economic burden on clinical laboratories that wouldpotentially thrcaien patient access to important medical . 
services. Therefore, we strongly encourage Congress to require the agency to complete an eccmomic impact study 
of the framework prior to FDA's finalizing and implementing its requirements. Upon initial review of the deiaifs 
in the Notification, AMP has numerous specific concents with the proposed framework as well as many clarifying 
questions. The Association vvill continue to analyze the framework and .hstends to submit comments during the 
public comment period once the guidance dociunent is officially noticed in the Federal Regi.ster. 

In the interim, AMP appreciates the oppoitunity to provide this written testimony on the regulatioT! of I.DT.s and 
offers its assistance and expertise to you, your cblleagues, and your staff as you consider this issue and continue 
your work on the Patlt lo 2 ! “ Cemuiy Cures. 
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Laboratory Developed Procedures: 

AMF^ members are not manufacturers, but rather health care providers who provide laboratory services to our 
patients. We are physicians and board-certified doctoral level scientists, who have extensive education and 
training in our fields. Molecular pathology professionals design tests after assessing that they will be medically 
useful and they do so often at the request of oncologists, pediatricians and other physicians who need the 
information to help guide their patient management decisions. The stringent validation process includes 
establishing both analytic and clinical validity. In addition, molecular pathology professionaLs consult with 
ordering physicians in determining the appropriate tests to perfonn, given an individual patient’s clinical 
presentation. We then interpret the results of the testing in the context of other medical information. These factors 
distinguish LDTs from medical devices, such as artificial joints or in vitro diagnostic test kits that are sold and 
distributed to laboratories around the world. AMP believes that any changes in the oversight of clinical 
laboratories should acknowledge these differences. 

To clearly distinguish LDTs from traditional medical devices, AMP proposes referring to these tests as 
laboratory-developed procedures (LDPs). AMP defines an LDP as a professional service that encompasses and 
integrates the design, development, validation, verification, and quality systems used in laboratory testing and 
interpretative reponing in the context of clinical care. The term LDP belter represents the nature of complex 
laboratory testing, which is very much a medical service provided by appropriately trained and qualified 
professionals. 

Regulation of LDPs: 

For the vast majority of LDPs, AMP believes that the CLIA program at the CMS is the appropriate vehicle 
through which to conduct oversight. CLIA requires laboratories to establish for each test system the performance 
specificaiions for accuracy, precision, analytical sensitivity, analytical specificity, reportable range of test results, 
reference intervals, and other performance requirements. We believe the requirements the CLIA regulations 
impose on laboratory directors and mandated clinical consultant.s. as well as the expertise of ordering physicians, 
address the need to ensure the clinical validity of tests that laboratories provide. However, any perceived gaps in 
.such regulations could be straightforwardly addressed by simply modifying these regulations. Further CMS can 
increase transparency in its regulatory process for the public, by updating its information technology 
infrastructure to make CLIA’s registry of laboratories and their test offerings easily and readily available online. 

Thank you again for the opportunity to provide testimony to your hearing on the regulation of LDPs. As health 
care professionals, patient care is our highest priority. Tlic current regulatory framework has worked well for the 
vast majority of laboratory tests and has provided laboratories with the Ilexibility to develop new assays, adapt 
FDA cleared assays to specific circumstances, rapidly and coniiiuially improve and upgrade the quality of tests in 
response to increased medical knowledge. LDPs itave made important contributions to patient care, and have 
played a key role in advancing diagno.siics generally. The imposition of an extensive new regulatory scheme such 
as that proposed by FDA poses an enormous threat to future diagnostic development, and to the health and well- 
being of our patients. 

We hope that the inforinalion provided helps infonn your work and please do not hesitate to contact AMP’s 
Executive Director. Mary Williams, at mvvilliams@amn.org if we may be of assistance. 
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INVITAE 


United States House of Representatives 
Committee on Energy and Commerce, Subcommittee on Health 

Hearing on 

“21st Century Cures: Examining the Regulation of Laboratory Developed Tests” 

Written testimony submitted by 
Invitae Corporation 

September 9, 2014 


Chairman Pitts and Ranking Member Pallone. 

Thank you for the opportunity to submit written testimony for the hearing titled, “2 1 st Century 
Cures; Examining the Regulation of Laboratory Developed Tests.” Founded in 2012, Invitae is a 
genetic information company whose mission is to bring comprehensive genetic information into 
routine medical practice to improve the quality of healthcare for billions of people. Specializing in 
genetic diagnostics for hereditary disorders, Invitae is aggregating the world’ .s genetic tests into a 
single service with better quality, faster turnaround time, and a lower price than most single-gene 
diagnostic tests today. 

Invitae currently operates a CT.IA-certified laboratory in San Francisco, California, from which 
we Differ tests for over 200 hereditary conditions using a single assay for a price of $ 1 500, 
regardless of the test ordered. As required by CLIA, all of our testing services are physician- 
mediated; only licensed medical professionals can order tests from Invitae. Since the launch of 
our service in late 201 3, we have seen rapid growth in testing volume, which indicates to us that 
there is an unmet need for high quality, low cost genetic te.sting services with enhanced customer 
service. 

As you undoubtedly know, policy discussions on whether or not to modify the United States Food 
and Drug Administration’s (FDA) position of enforcement discretion for laboratory developed 
tests (LDTs) have been occurring for more than a decade now, Invitae is generally supportive of a 
regulatory approach that providc.s medical prolessionals and their patients with confidence in the 
quality of the lesling services they receive, without unduly interfering with rapid progress in a 
dynamic area of the health care system that has the promise of delivering better care to patients 
while reducing overall healthcare costs. 

Since the FDA’s annoimcement of its intention to publish guidance documents establishing a 
framework to reguiate LDTs in 2010, stakeholders from numerous perspectives including 
patients, providers, clinical laboratories, and diagnostic companies have called for clarity in the 
review requirements and regulatory pathways that may be applied to some categories of LDTs. 
Given the significance of the change in regulatory policy detailed in the Notification to Congress, 
Invitae plans to submit comments during the public cominenl period and at the anticipated public 
meeting, in the interim, we greatly appreciate the Committee focusing its attention on this very 
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important issue and we hope our comments help inform your discussion as you consider FDA 
regulation of LDTs and policy opportunities to advance the Path to 21“' Century Cures initiative. 

In several respects the FDA's draft guidance takes into account industry' feedback from prior 
discussions. While the FDA believed the framework described in its Notification to Congress and 
the soon to be published draft guidance documents would indeed provide clarity, in fact it raises 
many questions and poses some risks dial could have a profound impact on Invitae's ability to 
improve its tests so that patients have access to the highest quality' and most up to date testing 
services. For that reason, as the Conunittee continues its work on the Path to 21“’ Century Cures 
initiative and explore the complicated issue of regulation of LDTs, we encourage you to consider 
the following meas that require additional clarification. 

Clarifying the definition of a LDT: 

The definition of LDT included in the FDA’s notification to Congress remains unclear. Several 
ambiguities could create particular problems for Invitae and other labs providing tests for 
hereditary conditions. 

For example, the draft guidance seems to imply that a testing .service is not an LDT if the provider 
operates more than one facility from which it delivers the test. It is unclear how such a service 
would be regulated as soon as tlie operator opens a second laboratory. Given the early demand 
that Invitae has seen for its testing services, vve certainly anticipate the need for a second lab in 
the not-too-distant future. We currently have a mirror CLl.A-certified lab in Santiago, Chile, 
which we expect w'ill address some of the international demand for our services. It would 
certainly be unfortunate if FDA regulation limited Invitac’s ability to deliver tests to US patients, 
with the result that patients in foreign countries would have greater access to new tests than those 
in the United States. 

As this is a central component underlying the regulatory frumevvork, FDA needs to provide 
further explanation as to what tests the agency considers to be LDTs that would be subject to the 
proposed regulatory framevvoik. 

Documenting clinical validity: 

Clinical laboratories utilize a variety of data, tools, and resources to develop and validate their 
tests. While the ideal trial design for drug approvals is randomized controlled trials, for the 
majority of diagnostics, this is unnecessary due to the availability of information already in 
existence. According to the National Institutes of Health (NIH) Genetics Flome Reference, 
clinical validity refers to how well the genetic variant being analyzed is related to the presence, 
absence, or risk of a specific disease. The Human Genome Project. sub.sequent research 
publications, NIH biomarker databases, and more have provided an abundance of peer reviewed 
literature, coalesced information, and other resource.s to establish the clinical validity of genetic 
variants. 

The Notification to Congress does state that the FDA expects that for many LDTs, clinical 
validity has already been established in the literature. However, it does not provide clear guidance 
that a review of retro.spective data in iieu of a randomized controlled trial is sufficient and an 
acceptable manner to evaluate clinical validity in moderate ri.sk LDTs. In the case of hereditary 
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conditions, there is a great deal of literature documenting the role of particular genes, and the 
impact of genetic variations in those genes, on particular diseases. At the same time, novel 
variants in those genes are identified all the time. At Invitae, tlie determination that a novel 
variant is likely pathological, likely benign, or has unknown significance, involves the judgment 
and analysis of highly trained genetic experts. 

A participant in the Free the Data initiative, Invitae shares anonymized versions of these 
conclusions, along with their bases, with publicly-available databases such as ClinVar, operated 
by the NIH, so that clinicians and researchers can provide peer review and benefit from Invitae’s 
experience. If the proposed FDA regulations limited Invitae’s services not only to genes whose 
relations to hereditary diseases have been validated, but also to specific variants, this medical 
progress would be significantly impeded, as would the comprehensiveness of the results provided 
to individual patients. 

Maintaining the ability to modify and improve LDTs already cleared or approved: 

The scientific understanding of genomics is continuously growing and as such, molecular 
diagnostics are often updated to improve the test’s sensitivity or to reduce costs and expense to 
the healthcare system. Often times, a LDT will be modified for use in a different sample type such 
as blood or saliva. However, these changes do not affect the tests’ clinical validity and their 
relevance to clinical decision making. If a modification is made to an already FDA cleared or 
approved LDT, the draft guidance says that these modified tests must be subject to a subsequent 
premarket review. This would be a very burdensome process to complete each and every time a 
modification to a LDT is warranted and in the end, would only delay innovation, eliminate any 
motivation to continuously update and improve a test, and ultimately create barriers to patients’ 
access to the latest advances in molecular diagnostics. The cun'ent CLIA standards, if 
appropriately enforced, should provide adequate assurance as to the validity and reproducibility of 
tests incorporating these modifications without requiring pre-market approval every time a 
laboratory implements a process improvement. Some of tlie hallmarks of laboratory medicine are 
its ability to be nimble, quickly develop tests for emerging diseases, and bring the latest 
technology to the clinic. The FDA should promote policy that supports the laboratory’s ability to 
be nimble and modify tests as needed. 

Thank you again for the opportunity to submit this written testimony for your hearing on the 
regulation of LDTs. Please do not hesitate to contact me by phone (650-823-3949) or by email 
{randy.scott@invitae.com), if we may be of assistance in the future or if you have any questions 
about our testimony. 



Randy Scott 
Chairman and CEO 
Invitae Corporation 
458 Brannan Street 
San Francisco, CA 94107 
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September 9, 2014 


The Honorable Joseph Pitts 
Chairman 

House Energy and Commerce Subcommittee on Health 
U.S. House of Representatives 
2125 Rayburn House Office Building 
Washington, DC 20515 

The Honorable Frank Pallone 
Ranking Member 

House Energy and Commerce Subcommittee on Health 
U.S. House of Representatives 
2415 Rayburn House Office Building 
Washington, DC 20515 

Dear Chairman Pitts and Ranking Member Pallone: 

On behalf of the American Association of Bioanalysts (AAB) and the National Independent 
Laboratory Association (NILA), repre.senting independent community and regional clinical 
laboratories, we thank you for holding today’s hearing, "2 1 st Century Cures: Examining the 
Regulation of Laboratory Developed Tests." 

AAB administers one of the nation's largest full-service proficiency testing programs approved 
by the Clinical Laboratory Improvement Amendments of 1988 (CLTA), .Joint Commission on 
Accreditation of Healthcare Organizations (JCAHO), Centers for Medicaid and Medicare 
Service (CMS), and all state agencies to satisfy laboratory proficiency testing requirements. 
NILA’s members are community-based laboratories that range in size from intra-state to multi- 
state regional community laboratories. In addition to providing diagnostic laboratory services 
relied on by physicians across the country every day, a number of AAB and NILA members are 
engaged in the development of laboratory tests that provide patients and their physicians access 
to safe and effective testing options. 

Laboratory Developed Tests (LDTs) offer patients the potential to prevent disease, obtain early 
diagnoses, and receive the most accurate and best course oftreatment from their health care 
provider. Any regulatory process to oversee LDTs must incorporate the promise these tests hold 
without stifling innovation, while simultaneously ensuring that patient safety remains paramount. 
Physicians must be able to rely on and trust the results provided from an LDT to make the best 
clinical decisions for patients. 
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As health care providers and as providers of federal and state approved proficiency testing, AAB 
and NILA strongly believe that LDT technology must be accurate, reliable and reproducible, and 
that the primary goal of regulatory oversight of LDTs should be to avoid potentially life-altering 
or life-threatening implications from an inaccurate or misleading test result. 

Since 1988, the clinical laboratoi^ industry has been regulated through CLIA (P.L. 100-578) by 
CMS, an agency program that understands and has direct experience with laboratory testing. 
Additional oversight of laboratory testing is provided by the College of American Pathologists, 
the Joint Commission on Accreditation of Healthcare Organizations, and other accrediting 
organizations “deemed" by the government to provide such oversight. 

The current CLIA regulatory framework was designed over 22 years ago. Dramatic changes in 
clinical laboratory testing have occurred since then and will continue to occur at a rapid pace. As 
a result, elements of CHA’s regulatory framework need to be updated and modernized to better 
address LDTs and emerging disciplines such as genomics, proteomics, and pharmacogenetics. 

We believe Congress should ensure that CLIA has the resources, technical expertise, and 
Hexibility to provide, enforce, and maintain a 2L' Century regulatory system for LDTs and other 
emerging disciplines. 

AAB and NILA are committed to working with the Committee, the federal agencies, and the 
patient community to address these challenges. It is important that we collaborate to ensure that 
a fair and sustainable regulatory process is in place to assess the quality and safety of LDTs 
while allowing for continued innovation. 

Thank you again for today’s subcommittee hearing on this important issue. We applaud the 
Committee’s focus and work on the 21st Century Cures Initiative. Clinical laboratories should 
be viewed as a central partner in advancing clinical care and reducing health care costs. We look 
forward to continuing to work with you. Should you have any questions, or require additional 
information, please contact Julie Scott Allen, our Washington representative, at (202) 230-5126 
or iulie.allenfojdbr.coin . 


Sincerely yours. 







Mark S. Birenbaum, Ph.D. 
Administrator 


cc: Committee Members 
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*. Combination 
I * '3 Products 
Coalition 


1227 25th St, NW #700 
Washington, DC 20037 
combinationproducts.com 
202.861,1881 


September 8, 2014 


VIA ELECTRONIC DELIVERY 

The I ionorable Joe Pitts, Chairman 
Subcommittee on Health 
Committee on F.nergy and Commerce 
2125 Rayburn House Office Building. 
Washington, D.C. 20515 

The Honorable Frank Pallone. Jr. 
Ranking Member 
Subcommittee on Health 
Committee on Rnergy and Commerce 
2,37 Cannon 1 louse Office Building 
Washington, D.C. 20515 


Re: September 9, 20 ! 4 LDT Hearing; 
Statement for the Record 


Dear C'ongrcssmen Pitts and Pallone: 

The Combination Products Coalition ("CPC”) offers the following statement into the 
record for the Subcommittee on Health's September 9. 2014 hearing entitled ”21.st Century 
Cures: Examining the Regulation of Laboratory Deveiopeu Tests.” 

The CPC believes that FDA’s decision to submit its framework for LDT regulation to 
Congress is a significant step forward in continuing the conversation regarding the best 
regulation for diagnostic tests. A single, optimized regulatory framework will spur the kind of 
innovation that is crucial to advancing personalized medicine by ensuring that all test deveiopcr.s 
- whether working at a clinical laboratory or at a traditional manufacturer - can bring much- 
needed companion diagnostic tests to patients «.|uickly and .safely. The better the tests we have, 
the better the chances vve have of getting patients the right drug at the right dose, which make.s 
finalizing the framework crucial to advancing the public itcalih. 

Although FDA would regulate certain LDTs under its proposed framework, CMS would 
still have a significant role to play. CMS would still regulate laboratory services, continue to 
inspect labs, and impose its own requirements under the Clinical Laboratory Improvement 
Amendments of 1988 {"CLIA”). There are legitimate concerns about the potential confusion the 
overlay of two sets of regulatory requirements from two separate agencies could cause. Thus, to 
form a single risk-based system for diagnostics that avoids duplication and averts confusion, it is 
imperative that FDA. CMS. and other stakeholders work together closely on developing a final 
framework. 
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Through the 2H' Century Cures Initiative, Congress could facilitate the regulatory policy 
process through legislation that requires relevant federal agencies (e.g., FDA and CMS), and 
other stakeholders, to work together to develop a final regulatory framework within a reasonable 
timetable. More specifically, Congress could enact legislation similar to that used in FDASIA 
Section 618, which brought together relevant agencies to develop the framework for health 
information technology regulation, and authorized a federal advisory committee/working group 
to offer input into that federal strategy. We encourage you and your colleagues to consider a 
similar approach in this case. 

In addition, as the conversation about LDT regulation proceeds, the other side of the 
diagnostics equation - tests produced by traditional manufacturers - must be taken into 
account. Whatever the final system is, it must offer equal flexibility to both laboratories and 
traditional diagnostic test manufacturers. Elements of FDA's proposed framework for LDTs, 
such as the use of literature to establish clinical validity of diagnostics - as opposed to costly and 
time consuming trials manufacturers are often required to perform - would be equally valuable 
for traditional manufacturers to use to secure FDA clearance for new diagnostics. Here, too, the 
21“ Century Cures Initiative could help by mandating that agencies consider not just LDT 
regulation, but the entirety of diagnostics regulation, to create a single, and optimal, regulatory 
system that treats all parties and products equally. 

We believe that increasing regulatory flexibility (to accelerate innovations that help 
patients), and decreasing regulatory burdens on lower-risk diagnostics (to allow greater 
dedication of limited FDA and industry resources to higher-risk tests), should be hallmarks of the 
final regulatory system. Further, flexibility and regulatory burdens should be based on what the 
diagnostic is as opposed to who the manufacturer is; whether a diagnostic is made by a 
traditional manufacturer or a clinical lab, it must meet the same standards of safety and 
effectiveness, and follow the same regulatory path to patients. 

We stand ready to assist you in developing this approach. Please let us know if there is 
anything we can do to be helpful. 

Sincerely, 



Bradley Merrill Thompson 

On Behalf of the Combination Products Coalition 
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How Bright Promise in Cancer Testing 
Fell Apart 

By GINA KOLATA 

When Juliet Jac^obs found out she had lung cancer, she was terrified, but realized that her 
hope lay in getting the best treatment medicine could offer. So she got a second opinion, then 
a third. In Febniar}' of 2010, she ended up at Duke University, where she entered a research 
study whose promise seemed stunning. 

Doctors would assess her tumor cells, looking for gene patterns that would determine which 
drugs would best attack her particular cancer. She would not waste precious time with 
ineffective drugs or trial-and-error treatment The Duke program — considered a 
breakthrough at the time — w'as the first fruit of the new genomics, a way of letting a cancer 
cell’s own genes reveal the cancer’s weakness. 

Rul the research at: Duke turned out to be wTong. Its gene-based tests proved worthless, and 
the rCsStiarch behind them was discredited. Ms. Jacote died a few months after treatment, and 
her husband and other patients’ relatives have retained lawyers. 

The episode is a stark illustration of serious problems in a field in which the medical 
community has placed great hope; using patterns from large groups of genes or other 
molecules to improve the detection and treatment of cancer. Companies have been formed 
and products have been introduced that claim to use genetics in this way, but assertions have 
turned out to te unfounded. Wliile researchers agree there is great promise in this science, it 
has yet to yield many reliable methods for diagnosing cancer or identifying the best treatment. 

Instead, as patients and their doctors try to make critical decisions about serious illnesses, 
they may l>e getting worthless information that is based on bad science. The scientific world is 
concerned enough that two prominent groups, the National Cancer Institute and the Institute 
of Medicine, have begun examining the Duke case; they hope to find new w'ays to evaluate 
claims based on emerging and complex analyses of patterns of genes and other molecules. 

So far, the Food and Drag Administration “has generally not enforced” its regulation of tests 
created by imlividual labs because, until recendy, such tests were relatively simple and relied 
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heavily on the expertise of a particuiar doctor, said Erica Jefferson, a spokeswoman for the 
agencic But now, with labs offering more complex teste on a large scale, the F.D.A. is taking a 
new look at enforcement. 

Dr. Scott Ramsey, director of cancer outcomes research at the Fred 1 lutchinson Cancer Center 
in Seattle, says there is already “a mini-gold rush” of companies tr\dng to market tests based 
on the new techniques, at a time when good science has not caught up with the financial push. 

“Tliaf s the scariest part of all,” Dr. Ramsey said. 

Doctors say the heart of the problem is the intricacy of the analyses in this emerging field and 
the difficulty in finding errors. Even well-respected scientists often “oversee a machine they 
do not understand and cannot supervise directly” because each segment of the research 
requires different areas of expertise, said Dr. Lajos Pusztai, a breast cancer researcher at M. D. 
7\nderson Cancer Center at the University of Texas. As a senior sc-ientist, he added, “It's true 
for me, too.” 

The Duke case came right after two other claims that gave medical researchers pause. Like the 
Duke case, they used complex analyses to detect patterns of genes or cell proteins. But these 
were tests that were supposed to find ovarian cancer in patiente’ blood. One, OvaSure, was 
developed by a Yale scientist, Dr. Gil G. Mor, licensed by the university and sold to patients 
before it was found to be useless. 

The other, OvaCheck, was developed by a company, Correlogic, with contributions from 
scientists from the National Cancer Institute and the Food and Drug Administi'ation. Major 
commercial labs licensed it and were about to start using it before two statisticians from M. D. 
Anderson di.scovered and publicized its faults. 

The Duke saga began when a prestigious journal, Nature Medicine, published a paper on Nov. 

6, 2006, by Dr. Anil Potti, a cancer researcher at Duke Unh'ersity Medical Center; Joseph R, 

Nevins, a senior scientist there; and their colleagues. They wrote about genomic tests they 
developed that looked at the molecular traits of a cancerous tumor and figured out which 
chemotherapy would work best. 

Other groups of cancer researchers had been trying to do the same thing. 

“Our group was despondent to get beaten out,” said Dr, John Minna, a lung cancer researcher 
at the University’ of Te.xas Soutliwestern Medical Center. But Dr, Minna rallied; atthe ver>- 
least, he thought, he would make use of this incredible discovery to select drugs for lung 
cancer patients. 

First, though, he asked two statisticians at M. D, Anderson, Keitli Baggerly and Kevin 
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Coombes, to check the work. Several other doctors approached them with the same request. 

Dr. Baggerly and Dr. Coombes found errors almost immediately. Some seemed careless — 
moving a row or a cokiran over by one in a giant spreadsheet — while others seemed 
inexplicable. The Duke team shrugged them off as "clerical errors.” 

And the Duke researchers continued to publish papers on their genomic signatures in 
prestigious journals. Meanwhile, they started three trials using the work to decide which drugs 
to give patients. 

Dr. Baggerly and Dr. Coombes tried to sound an alarm. They got the attention of the National 
Cancer Institute, whose own investigators wanted to use the Duke system in a clinical trial but 
were dissuaded by the criticisms. Finally, they publisiiod their analysis in The Annals of 
Applied Statistics, a journal that medical scientists rarely read. 

The situation finally grabbed the cancer world’s attention last July, not because of the efforts 
of Dr. Baggerly and Dr. Coombes, but because a trade publication, The Cancer Letter, reported 
that the lead researcher, Dr, Potti, had falsified parts of his resume. I le claimed, among other 
things, that he had been a Rhodes scholar. 

"It took that to make people sit up and take notice,” said Dr. Steven Goodman, professor of 
oncology, pediatrics, epidemiology and biostatistics at Johns Hopkins University. 

In the end, four gene signature papers were retracted. Duke shut down three trials t^ing the 
results. Dr. Potti resigned from Duke. He declined to be interviewed for this article. His 
collaborator and mentor, Dr. Nevins, no longer directs one of Duke's genomics centers. 

The cancer world is reeling. 

The Duke researchers had even set up a company — now disbanded — and planned to sell 
their test to determine cancer treatments. Duke cancer patients and their families, including 
Mrs. Jacobs’s husband. Walter Jacobs, say they feel angry and betrayed. And medical 
researchers see the story as a call to action. With such huge data sets and complicated 
analyses, researcher-s can no longer trust their hunches that a result does — or does not — 
make sense. 

“Our intuition is pretty darn poor,” Dr. Baggerly said. 

This article has been revised to reflect the following correction: 

Correction: July 7, soil 
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An earlier version of this ai'ticle misstated Steven Goodman's affiliation at Johns Hopkins 
University. He is a professor of oncology , pediatrics, epidemiology and biostatistics, not the 
director of oncology biostatistics. 

This article has been revised to reflect the following correction: 

Con'eetion: July i 6 , 2011 

An article on July 8 about the promise and pitfalls of using genetics to detect and h'eat cancer 
overstated the legal action taken by relatives of patients who received treatment in a research 
study at Duke University. The relatives, induding Walter Jacobs, whose wife died a few months 
after treatment, have retained lawyers, but they have not sued Duke. 
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HhNRY A. WAXMAN. CALlFORNiA 


CHAiRMAN 


RANKING MEMBER 


ONE HUNDRED THIRTEENTH CONGRESS 

Congress of tfjc Uitifeb States 

ftouSf of ileprfstntatiljjs 

COMMITTEE ON ENERGY AND COMMERCE 
2125 Rayburn House Office Building 
Washington, DC 2051&-6115 
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September 30, 20 1 4 


Dr. Jeffrey V.. SKuren 
Director 

Center for Device and Radiological Health 
U S, Food and Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 

Dear !)r. Shuren: 

■fliank you for appearing before the SulKommittee on Health on Tuesday, September 9, 2014, to 
le.slify at the hearing entitled “21st Centur>' Cures: Examining the Regulation of Laboratory' Developed 
Tests.'' 


Pursuant lu the Rules of the Committee on Energy and Commerce, the hearing record remains 
open for ten business days to permit Members to submit additional questions for the record, which are 
attached. The format of your responses to these questions should be as follows; ( 1 ) the name of ihe 
Member whose question you are addressing, (2) the complete text of the question you are addressing in 
bold, and (3) your answer to that question in plain text. 

Also attached are Member requests made during the hearing, The formal of your responses to 
these requests should follow the same format as your responses to the additional questions for the record, 


To iaciiitaic the printing of the hearing record, please respond to these questions and requests 
with a transmittal letter by the close ol'business on Wednesday, October 15,2014. Your responses 
should be mailed to Sydne llarwick. Legislative Clerk, Committee on Energy and Commerce, 2125 
Rayburn House Office Building. Washington, D.C. 20515 and e-mailed in Word format to 
Svdny.Harwicl<^''maH. house.gov . 

Thank you again for your time and effort preparing and delivering testimony before the 
SubcominiUce. 


Sincerely, 





ce: ITic 1 lonorable Frank Pallone, Jr., Ranking Member, Subcommittee on Health 


Attachments 
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CHAiHMAN 
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RANKiMG MRWRFR 


ONE HUNDRED THIRTEENTH CONGRESS 


Coitgrcsg of ttje llnitci) states 

^ouBf of iltpvcsentatliJES 

COMMITTEE ON ENERGY AND COMMERCE 

2125 RAYBiiRfM Houst Office Building 
Waskingfon, DC 20515-6115 


September 30, 2014 


Dr. Kathleen Behrens Wilsey 

Co-Eoundcr 

KEW Group 

840 Memorial Drive 

Cambridge, MA 02139 

Dear Dr. Behrens Wilsey; 

I hank you for appearing before tl>e Subcommittee on Health on Tuesday, September 9, 20 1 4, to 
testify at the hearing entitled “IJlst Century' Cures: Examining the Regulation of Laboratory Developed 
Tests." 


Pursuant lo the Rules of the Committee on Energy and Commerce, the hearing record remains 
open for ten business days to permit Members to submit additional questions for the record, which are 
attached. The format of your responses to these questions should be as follows; ( 1 ) the name of the 
Member whose question you are addressing, (2) the complete (ext of the queslioii you are addressing in 
bold, and (3) your answer to that question in plain text. 

To facilitate the printing of the hearing record, please respond to these questions with a 
transmillai letter by the close of business on Wednesday. October 15, 2014. Your responses should be 
mailed to Sydne I larwick, l.egislallve Clerk, Coininitlee on Energy und Commerce. 2125 Rayburn House 
Office Building. Washington, D.C. 20515 and e-mailcd in Word format to 
Svdtie.Hafwick(l« mail.housc.aov . 

Thank you again for your time and cITort preparing and delivering testimony before the 
Subcommittee. 


Sincerely, ^ 


:)seph R. Pitts 
hairman 

ubcommiltee on Health 



cc; The Honorable Prank Pallonc, Jr.. Ranking Member, Subcommittee on 1 Icalth 


Attach men! 
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October 3, 20l'l 


The Honorable Joseph R. Pitts 
Chairman 

Subcommittee on Health 
Committee on Energy and Commerce 
2125 Raybuni House Oflrce Building 
Washington, DC 205 1 5-6 11 5 


Dear Chairman Pitts; 

I am pleased to respond to your request of September 30, 2014 regarding my testimony before 
the Subcommittee on Health on Tuesday, September 9, 2014 at the bearing entitled “21" Century Cures: 
Examining the Regulation of Laboratory Developed Tests.” This letter provides my response to the 
additional question for the record from Dr. Burgess tliat I received: 

The Honorable Michael C. Burges s 

1. Tbe FDA has cleared a few LDTs with labeling statements that include limitations against 
use of the tests for treatment selection or even to make a diagnosis. With a manufacturer- 
distributed kit, a laboratory can use the kit “off label” in practice of laboratory medicine, 
without running afoul of FDA’s promotional rules. With an I-DT, however, if FDA 
considers tbe laboratory to be a “manufacturer” and considers the LDT service to be a 
“device” subject to FDA’s labeling rules, this could raise concerns that the laboratory is 
“promoting” off-label use if it performs a test with labeling restricting the use for treatment 
or diagnostic purposes when the laboratory knows that tlie treating physician docs not 
intend to nse the test for such purposes. From your perspectisc as an investor in 
laboratories performing LDTs, bow would this risk impact your decision to invest in these 
innovative companies? 

Thank you. Dr. Burgess, for r.aising this important issue. The Coalition for 21" Century Medicine 
identified this concern a number of years ago, and has raised this with FD.'t on a number of 
occasions- Laboratories have a longstanding practice whereby they provide consultation to treating 
physicians to help them understand how to use their tests in patient management, which is required 
under CLIA regulations. However, FDA labeiuig rales for devices restrict communication between 
nianufaciurers and physicians to prevent “promoting” off-label use. Unfortunately, wc have not 
received any assurances that routine communications between laboratories and treating physicians 
would be protected from challenge as off-label promotion. In the absence of clear, written rules 
addressing this concern in a way that recognizes that laboratories are medical service providers 
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involved with provider-to-provider communications and that reconciles this conflict between CLIA 
regulations and FDA promotional rules, laboratorit^ who offer LDTs will be at significant risk of 
potentially serious and onerous penalties. In my view, this risk would definitely chill investment in 
innovative biotechnology companies developing personalized diagnosites as LDTs. 


Sincerely, 

/f. 

M. Kathleen Behrens Wilsey, Ph.D. 

Co-founder, Coalition for Twenty-first Century Medicine 
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September 30, 2014 


Mr. Alan Mertz 
President 

American Clinical Laboratory Association 
1 100 New York Avenue, N.W., Suite 725 West 
Washington, D C, 20005 

Dear Mr. Mertz; 

Thtmk you for appearing before the Subcommittee on Health on Tuesday, September 9, 2014, to 
testify at the hearing entitled '‘2! st Century Cures: Examining the Regulation of Laboratory Developed 
rests,” 


Pursuant lo the Rulc,s ofthe Committee on Lncrgy and Commerce, the hearing record remains 
open for ten business days to permit Members lo submit additional questions for the record, which are 
attached. The format of your responses to these questions should be as follows: (1) the name ofthe 
Member whose question you are addressing, (2) the complete text of the question you are addressing in 
bold, and (.1) your answer to that question in plain text. 

To facilitate the printing ofthe hearing record, please respond to these questions with a 
transmittal ieller by the close of business on Wednesday, October 15, 2014. Your responses should be 
mailed lo Sydne liarwick, I.egislative Clerk, Committee on Lnerg)' and Commerce, 2125 Rayburn House 
Ofllce Building. Washington, D.C. 20515 and e-mailed in Word format to 
Svdne.Hurwkk'^'l’maiLhausc.eov , 


Thank you again for your time and effort preparing and delivering testimony before the 
Subcommittee. 


Sincerely, 
llTiseplf R. Pins 




Chairman 

Subcommittee on Health 


cc: The Honorable Frank Pallone, Jr., Ranking Member, Subcommittee on Health 


Attachment 
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October 15, 2014 

Sydne Harwick 
Legislative Clerk 

Committee on Energy and Commerce 
2125 Rayburn House Office Building 
Washington, D.C. 20515 

Via USPS and Electronic Mail to: sydne.harwick@mail.house-gov 



^Klfllr'.d! 

Assocldlioi) 


RE: 21“ Century Cures: Examining the Regulation of Laboratory Developed Tests 

Questions for the Record 


Dear Ms. Harwick, 

Per your letter dated September 30, 2014, attached are my responses to the additional 
questions for the record brought forth by the Honorable Michael C. Burgess. 

ACLA greatly appreciated the opportunity to participate in the September 9, 2014 21“ Century 
Cures hearing, "Examining the Regulation of Laboratory Developed Tests". The 21“ Century 
Cures Initiative hosted by Chairman Fred Upton and Rep. Diana DeGette has been a critical 
dialogue between Congress and health care stakeholders on ensuring medical innovation 
continues in the United States to improve the quality and access of care available to patients. 

As has been mentioned in multiple Cures hearings and roundtables, clinical laboratory 
diagnostics, including molecular and genomic testing, play a crucial role in diagnosing and 
characterizing diseases so that patients can receive the best treatment sooner. Laboratory 
developed tests (LDTs) have been at the forefront of this Innovation, lowering costs and saving 
lives. The FDA's proposal to newly apply the FDA medical device oversight framework to LDTs 
and laboratories threatens this innovation by duplicating costs and standards that already exist 
under the Clinical Laboratory Improvement Amendments and by creating new barriers to 
patient access, 

ACLA looks forward to continuing work with the Committee to ensure robust innovation in 
clinical laboratory diagnostics that will lower health care costs and Improve the quality of care 
available to patients. 


President 

American Clinical Laboratory Association 
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The Honorable Michael C. Burgess 

1. Some advocates in favor of the FDA Intervening In LDTs have suggested that laltoratory tests 
are unregulated (or inadequately regulated) because they have not been requii^d to go 
through FDA review. Is this the case? Have LDTs been unregulated alt these decades that FDA 
claims to have been exercising "enforcement discretion?" 

No, this is not the case. 

The clinical laboratory industry has been extensively regulated for decades under a comf rehensive, 
interlocking framework of federal laws, state laws, and peer review "deemed" authorities. The primary 
federal law governing labs has been the Clinical Laboratory Improvement Amendments (or CLIA), 
specifically the Clinical Laboratory Improvement Amendments of 1988. CLIA creates stringent 
requirements governing the operation of clinical laboratories to ensure the safe and accurate function 
of laboratories and the testing services they provide. These requirements cover the laboratories 
themselves, the necessary certifications for laboratory personnel from pathologists and geneticists to 
technicians, and the documentation of procedures for individual clinical laboratory tests. In addition, 
laboratories are also subject to inspections under both CtIA and state law. 

Further, moderate and highly complex laboratories, including all ACLA members, can submit to 
additional oversight through deemed peer review authorities, such as the College of Ame rican 
Pathologists, the Joint Commission, and others, which add additional expertise in reviewing both the 
operation of the laboratory and the analytical and clinical validity of individual tests. This additional 
oversight for moderate and high complexity laboratories also involves the use of proficiency testing to 
ensure the accuracy of testing results. 

A group of 23 lab directors from the nation's leading academic medical centers wrote to the Acting 
Director of the Office of Management and Budget on July 16, 2014 and stated that "as part of this 
oversight, clinical laboratory physicians and scientists, including most of the signatories to [the] letter, 
perform careful inspections of laboratory facilities, exhaustive review of test protocols and validation, 
and continually monitor laboratory performance. This regulatory framework requires both extensive 
validation and continuous monitoring to ensure the performance, quality, and reliability of diagnostic 
services, yet allows laboratories the flexibility to develop and validate lab tests quickly and, thus, more 
quickly adopt new scientific knowledge and rapidly respond to unmet public health needs." 

Operating under this comprehensive yet flexible LDT oversight framework, the field of laboratory 
medicine has thrived, producing some of the most spectacular advances in medicine to occur in the last 
century. As highlighted in the aforementioned academic medical center lab director letter to 0MB, 

"LDTs have long addressed emerging public health risks, such as HIV. For example, no HIV-1 antibodies 
confirmatory test was available when the HlV-1 screening test was introduced in 1985. Clinical 
laboratories developed and validated an LDT Western blot to meet the critical need to establish 
definitive diagnoses of HIV-1. It took two years before an FDA-approved Western blot test became 
available. Even now, the FDA-approved Western blot kit has not significantly changed since its first 
approval. Because obtaining additional FDA approvals for test modifications would be so burdensome, 
the manufacturer has not modified the test to keep up to date with the medical science.” Advances such 
as theses "came about because of, and would not have been possible without, the current regulatory 
framework governing LDTs." 
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2. Reimbursement for most diagnostic tests Is very low. If the anticipated revenue for a test over 
time is lower than what a company would need to spend for FDA pre-market approval will 
companies now abandon development of tests that can benefit our healthcare system? 

Reimbursement for diagnostics has experienced extreme downward pressure in both the private and 
public payer settings over the last few years. Many laboratories, particularly those in the molecular and 
genetic testing space which has been so crucial to the personalized medicine revolution, have faced 
unsustainable reimbursement rates that in some cases do not cover the basic costs of performing the 
tests. Certainly layering additional burdensome and duplicative regulatory requirements on top of the 
exiting oversight framework will dramatically increase the cost of development for any test, and will 
likely prevent laboratories from moving forward with many promising new tests for which they are 
already unlikely to recoup the cost of investment, even without the additional layer of regulation under 
the FDA. 

Many tests today are available only as LDTs. The reasons vary. In some cases, there is no financial 
Incentive to perform clinical trials and seek FDA approval or clearance of a test for a well -accepted, 
clinically recognized biomarker, because the test will serve only a small patient population. In other 
cases, a kit has not yet completed the FDA authorization process. 

With evolving medical technology, clinical laboratories are well positioned to develop more novel LDTs 
that will diagnose or otherwise allowevaluationof other diseases and conditions for which there is no 
available IVD test kit. But if FDA moves forward in regulating this testing under its device authorities, 
many of the tests will become unavailable, with adverse effects on patient care, Some of these tests will 
never generate the financial returns needed to justify the costs of obtaining FDA clearance or approval, 
notwithstanding well-accepted and recognized clinical support in the form of peer-revievKed research 
and/or laboratory-based studies. Clinical laboratories currently are filling a significant gap for individuals 
with these diseases, and FDA regulation would preclude them from service these medical needs. Even if 
some laboratories elect to pursue the FDA authorization process rather than discontinuing their tests, 
they would need significant time to generate data needed to support a submission and to obtain 
approval of that submission. During this time, FDA regulation could preclude availability of these LDTs, 
which would compromise patient care. 

3. How will the FDA proposed LDT regulations impact current ClIA certification process? Will it 
weaken CLIA or cause duplication, redundancy and excessive administrative burdens on small 
companies? 

Presently, it is difficult to see how the FDA's proposed LDT regulations will impact the current CLIA 
certification process, as there is no discussion of how any additional regulation by the FDA would 
interact with the regulation already in place under the CLIA program, including those functions 
performed by deemed authorities. There are many areas of commonality and overlap, specifically with 
respect to validation, inspections, and Quality Systems Regulation (QSR), and yet there is no discussion 
of how the two separate regulatory authorities would regulate the laboratory industry in a way that 
would not impede innovation. The Agency, apparently acknowledging the very clear potential for 
overlapping and duplicative regulatory requirements, had discussed a third guidance document that it 
planned to release with the actual draft guidance which was to specifically address how the QSR 
requirements applicable to devices under the FDA would interplay with the quality requirements under 
CLIA, The Agency did not release such a document with the formal release of the Draft Guidance 
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documents, and has stated that it no longer plans to release such a guidance document Rather, it has 
said that it will rely on a third-party organization to explain how CLW and FDA's QSR requirements could 
be reconciled. ACLA believes that it is wholly inappropriate for FDA to leave such a vital issue to an 
unaccountable third party to resolve. 

Laboratories would bear substantial burdens In seeking to comply with FDA requirements applicable to 
devices, even if only a subset of LDTswere determined to be subject to premarket review. Laboratories 
likely would need to adopt wholly new procedures and processes to comply with FDA's QSR 
requirements, which would pose special challenges because FDA has not defined how QSR requirements 
would apply in the laboratory context. Laboratories also would need to comply with adverse event 
reporting, labeling, and promotional requirements. These requirements would apply even if FDA 
regulated only one of a laboratory's LDTs, Laboratories also would be likely to encounter challenges in 
complying with both CLIA and the f DCA. For example, it could be difficult to comply with FDA 
promotional requirements while fulfilling CLIA requirements to offer consultation on Interpreting test 
results. And although CLIA regulations require laboratories to provide pertinent updates on testing 
information as soon as It is available, FDA requirements for obtaining approval or clearance of labeling 
changes could preclude this action. Laboratories also would encounter duplicative regulation, such as 
inspection by both FDA and CMS. This additional regulatory burden would be both costly and 
unwarranted, and particularly onerous for smaller laboratories. 
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